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750. Acid Phosphatase Elevation in Jaundiced Patients 
C. B. CLAYMAN, M. SKLAR, and M.I. KLAYMAN. Gastro- 


enterology [Gastroenterology] 33, 245-248, Aug., 1957. 
1 fig., 5 refs. 


In this paper from the Department of Medicine of the 
University of Chicago 4 cases are reported in which the 
serum acid-phosphatase level was elevated in the presence 
of jaundice. In 2 of the cases the jaundice was due to 
carcinoma of the common bile duct, one was a case of 
chloropromazine jaundice, and one a case of acute 
necrosis of the liver secondary to infective hepatitis. 
Two of the patients were females, and neither of the 
males had carcinoma of the prostate. No correlation 
could be demonstrated between the degree of functional 
insufficiency of the liver and the degree of elevation of the 
serum acid-phosphatase level. The serum alkaline- 
phosphatase level was also increased in 3 cases, but it 
was demonstrated that purified crystalline alkaline 
phosphatase was inactive at the optimum acid pH of 
the substrates used, so that the increased activity of the 
patients’ sera could not be attributed to this cause. 

The association of gross elevation of the serum acid- 
phosphatase level with impairment of liver function was 
noted by Hudson et al. (Amer. J. Med., 1955, 19, 895) in 
3 cases of prostatic carcinoma with hepatic metastases, 
the acid-phosphatase level falling in one case when liver 
function returned to normal under hormone treatment. 
They concluded that the liver was responsible for the 
catabolism of acid phosphatase and that injury to the 
liver might impair this function. E. Forrai 


EXPERIMENTAL PATHOLOGY 


751. Responses of the Liver to Injury. Effects of 
Growth Hormone upon Acute Carbon Tetrachloride 
Poisoning. Effects of Previous Injuries and Age upon the 
Healing Pattern after Acute Carbon Tetrachloride 
Poisoning 

J. Post, M. B. Himes, A. Kein, and J. HOFFMAN. 
A.M.A. Archives of Pathology [A.M.A. Arch. Path.] 64, 
278-283 and 284-289, Sept., 1957. 4 figs., 15 refs. 


In previous studies of the response of the liver to 
experimental injury by carbon tetrachloride it was found 
by the authors that cortisone had a marked effect on the 
process of healing, diminishing mitosis, reducing nucleic 
acid synthesis, and lessening the inflammatory reaction. 
Nevertheless, the complete structural restoration of the 
liver was not delayed by its administration. An antagon- 


ism between the effects of cortisone and pituitary growth 
hormone on the process of healing having been sug- 
gested by Selye and others, the work recorded in the 
first of these two papers from New York and Columbia 


Universities was undertaken to test this hypothesis by . 


studying the effect of administration of purified growth 
hormone on the development of acute hepatic necrosis 
in rats poisoned by carbon tetrachloride. The hormone 
was given in doses of 50 yg. daily for 7 days before 
poisoning and daily thereafter until the animal was 
killed 2, 3, or 4 days later. In rats so treated there was 
an increase in mitotic activity, nucleic acid synthesis, 
and inflammatory change in the damaged liver compared 
with control animals which received no hormone. Some 
of these effects were quite definitely the opposite of those 
reported for cortisone, but again the process of struc- 
tural restoration of the liver to normal was neither 
hastened nor delayed. 

The second paper describes studies of the effects of 
previous injury of the liver by carbon tetrachloride and 
of the age of the experimental animal on the process of 
healing. In these experiments one, 2, or 3 doses of 
carbon tetrachloride were administered to rats at intervals 
of 8 weeks, a period which had previously been shown to 
be long enough to allow histological healing after a single 
dose. It was found that the successive injuries, separ- 
ated by intervals of healing, led to an increasing deficiency 
in capacity for complete restoration of hepatic structure. 
Age was also shown to be of importance, the liver healing 
more rapidly in rats 2 months old after a dose of carbon 
tetrachloride than in rats which were 6 months old. 

[Good reproductions of photomicrographs illustrate 
both papers.] J. W. McNee 


752. Liver Necrosis following Obstruction of the Com- 
mon Bile-duct 

G. R. Cameron, D. B. GRIFFITHS, and S. M. HASAN. 
Journal of Pathology and Bacteriology [J. Path. Bact.] 74, 
327-333, 1957. 17 refs. 


In experiments performed at University College Hos- 
pital Medical School, London, the authors produced 
sudden obstruction of the common bile ducts in adult 
rabbits by injecting a polyester-resin preparation through 
a catheter inserted into the ampulla of Vater in sufficient 
quantity to obstruct completely the major bile ducts 
without penetrating the intrahepatic ducts. 

Animals were killed and the liver tissue examined 2:5, 
3-5 to 4, 6, 12, and 17 hours and 2, 5, 14, and 46 days 
after the production of the biliary obstruction. The 
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effect of bile on the respiration in vitro of rabbit liver 
slices, liver cell homogenates, and mitochondria isolated 
from homogenates was also studied. [For details of the 
techniques employed the original paper should be 
consulted.] 

The development and recession of the acute liver 
necrosis which developed are described. The progress 
was very similar to that observed after ligation of the 


-common bile duct, indicating the significance of the 


cessation of bile outflow as a pathogenic factor. Bile 
was found to have no ill effect on liver slices, and colonies 
of intact liver cells consumed oxygen at normal rates in 
the presence of bile. On the other hand the respiration 
of liver cell homogenates and mitochondria was com- 
pletely inhibited by bile. The authors therefore con- 
clude that the liver cell will die if bile penetrates into its 
interior and that the focal necrosis which develops so 
rapidly after bile-duct obstruction is probably attributable 
to the action of bile on some part of the liver cell. 
Having reached this conclusion they state that they 
“* have to admit that the problem has been simply thrown 
back to another level within the cell. Future investiga- 
tion must attempt the sorting out of interactions between 
metabolic processes and bile constituents and it should 
be possible to transform the crude morphological 
description of liver necrosis into a precise biochemical 
chart ”’. B. G. Maegraith 


HAEMATOLOGY 


753. A Cytochemical Study of the L. E. Bodies of 
Systemic Lupus Erythematosus. I. Nucleic Acids 

G. C. Gopman and A. D. Deitcu. Journal of Experi- 
mental Medicine [J. exp. Med.| 106, 575-590, Oct. 1, 
1957. 9 figs., bibliography. 

The authors describe cytochemical investigations 
carried out at Columbia University and the Presbyterian 
Hospital, New York, on L.E. bodies and cells and also 
on blood lymphocytes for comparison. In methanol- 
fixed smears stained with Wright’s stain suitable cells 
were mapped to permit re-location during subsequent 
manipulations. The experimental methods are fully 
described. The ability of the basic dye methyl green to 
combine with deoxyribonucleic acid (DNA) can be 
inhibited in varying degree by blocking the stainable 
groups of the nucleic acid with protein, and also by 
depolymerization. The effect of acetylation (which 
covers basic groups of proteins) on methyl-green binding 
by DNA in L.E. bodies has shown that over one-half of 
their stainable groups are masked by protein, whereas 
in normal lymphocyte nuclei less than one-tenth of the 
groups are pre-empted in this way. The intensity of 
staining by the Feulgen reaction is independent of 
changes in configuration of the DNA molecule or its 
relation to protein. 

In untreated smears the ratio of methyl-green staining 
to the Feulgen reaction in L.E. bodies was found to be 
greatly decreased as compared with the lymphocyte 
nuclei, whereas after acetylation this ratio approached 
unity. This finding is interpreted as meaning that there 


is no decrease in methyl-green staining of L.E. bodies 
which cannot be accounted for by protein, and thus there 
is no need to invoke depolymerization of DNA to explain 
this phenomenon. These remarks apply particularly to 
free L.E. bodies, and not to L.E. bodies that have been 
phagocytosed for a long period. Incubation with 
ribonuclease was shown to cause a reduction in methyl- 
green staining which was much greater than that to be 
expected from loss of stainable DNA alone, The signifi- 
cance of this finding is not yet apparent. FE. G. Rees 


754. A Cytochemical Study of the L. E. Bodies of 
Systemic Lupus Erythematosus. II. Proteins 

G. C. Gopman and A. D. Dettrcu. Journal of Experi- 
mental Medicine [J. exp. Med.] 106, 593-605, Oct. 1 
1957. 16 figs., 41 refs. 


In this further communication from Columbia Uni- 
versity [see Abstract 753] the authors describe investiga- 
tions designed to determine the nature of the protein 
in the L.E. body. The total protein in free L.E. bodies 
and in lymphocyte nuclei was estimated by noting the 
capacity to bind the anionic dye napthol yellow S (flavi- 
anic acid) and the results compared with the intensity 
of staining by the Feulgen reaction. When lymphocytes 
were incubated with serum from cases of lupus erythema- 
tosus it was shown that during their conversion to 
L.E. bodies there was a'more than twofold increase 
in protein with no loss of deoxyribonucleic acid (DNA), 
as revealed by the Feulgen reaction. This was so despite 
the fact that there is early loss of histones in L.E. trans- 
formation, as revealed by the alkaline-fast mothyl-green 
technique. 

It is therefore postulated that the L.E. cchastniainiins 
entails an influx of protein normally foreign to the 
nucleus, displacement of histones from combination with 
DNA, and the association of DNA with the new protein. 

E. G. Rees 


755. Phase Contrast and Interferometric Microscopy of 
the L. E. Cell Phenomenon 

R. A. RiFKIND and G. C. GoDMAN. Journal of Experi- 
mental Medicine [J. exp. Med.] 106, 607-616, Oct. 1, 
1957. 22 figs., 31 refs. 


An attempt was made at Columbia University, New 
York, to observe by. means of phase-contrast microscopy 
the earliest detectable changes in the structure of un- 
stained leucocytes treated with serum from cases of 
lupus erythematosus. The first occurrence was a sud- 
den uniform homogenization of the normal nuclear 
pattern, which took place 5 to 15 seconds after the 
addition of the L.E. serum; this was followed by 
rapid and progressive swelling of the nuclear lobes, 
each of which formed one L.E. body; breaks then 
appeared in the cell membrane and L.E. bodies were 
extruded. Lymphocytes were similarly affected, but 
here the process was slower. The ratio of the area of 
the L.E. body to that of the original nucleus was usually 
about 3 to 1. Incorporation of cytoplasmic material 
in the L.E. body was not seen to occur. 

Determination of the dry mass of the parent leucocyte 
nucleus and of the L.E. body by interference microscopy 
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showed that this increased to approximately 24 times its 
original mass during L.E. transformation. These find- 
ings confirm the authors’ earlier conclusion that the 
observed nuclear swelling in L.E. transformation is 
caused by a marked ingress of protein. EE. G. Rees 


756. The Lupus Erythematosus Cell and Its Significance 
M. WILKINSON and L. S. Sacxer. British Medical 
Journal (Brit. med. J.| 2, 661-665, Sept. 21, 1957. 2 figs., 
bibliography. 

The results obtained over a 3-year period with the 
L.E.-cell test in patients suffering from lupus erythema- 
tosus and in patients with other diseases are reported in 
this paper from the Postgraduate Medical School of 
London. Two techniques were used: (1) defibrinated 
blood was incubated for 24 hours at 37° C., then centri- 
fuged, smears being obtained from the leucocyte layer; 
(2) normal leucocytes were suspended in the patient’s 
serum, incubated for 24 hours at 37° C., and centrifuged, 
smears being. then made from the leucocyte button. 

In 18 out of 19 patients with systemic lupus erythema- 


- tosus the results of the L.E.-cell test were positive. No 


relationship was found between the intensity of L.E.-cell 
production and the severity of the disease, but it was con- 
firmed that adequate hormone treatment led to a marked 
reduction in the number of L.E. cells produced. L.E.- 
cell tests were carried out on blood from 495 patients 
with diseases other than systemic lupus erythematosus, 
including 9 with cutaneous lupus erythematosus, 106 
with rheumatoid arthritis, 20 suffering from drug 
reactions, 44 from cirrhosis, and a number with many 
other diseases. A positive result was obtained in one 
patient only, a young woman with portal cirrhosis. 

The authors conclude that the L.E.-cell phenomenon 
is specific for systemic lupus erythematosus, “‘ but that 
rare false-positive reactions are seen in cases of hydral- 
lazine sensitivity and cirrhosis ”’. E. G. Rees 


757. Red Cell Factors and the Erythrocyte Sedimenta- 
tion Rate. [In English] 

R. D. EastHAM. Acta medica Scandinavica [Acta med. 
scand.| 158, 375-380, Sept. 20, 1957. 3 figs., 20 refs. 


In this paper from the General Hospital, Newcastle 
upon Tyne, a study is reported of the sedimentation rate 
(E.S.R.) of suspensions of various erythrocyte samples 
in a solution of dextran of constant composition in 
physiological saline. Erythrocytes were separated from 
oxalated blood by centrifugation and suspended in 3% 
dextran in saline to a packed cell volume of 40%. After 
standing for 30 minutes at room temperature the suspen- 
sions were mixed, and each was set up in duplicate in 
Westergren tubes. Readings were taken every 3 minutes 
and the average maximum sedimentation rate of each 
calculated. The standard Westéergren E.S.R. of each 
blood sample was also determined. 

The results obtained with different suspensions varied 
greatly, but the differences were unrelated to differences 
in the mean volume or haemoglobin concentration of the 
cells employed. The results with dextran varied not 
only with specimens giving a normal Westergren value, 
but also with specimens giving an elevated Westergren 


E.S.R. The actual cause of the variation was not identi- 
fied, but it is pointed out that this individual variation 
from subject to subject in the response of erythrocytes to 
their fluid environment must be a potent complicating 
factor when attempts are made to compare the E.S.R. 
in different patients suffering from one of those diseases 
in which an increase in the E.S.R. is used as a guide to 
prognosis. A. Brown 


758. The ‘* Burr ’”’ Red Cell and Azotaemia 
W. A. AHERNE. Journal of Clinical Pathology [J. clin. 
Path.] 10, 252-257, Aug., 1957. 4 figs., 14 refs. 


The “ burr” cell is a crescentic, spiked poikilocyte 
which has been found in the blood of patients with 
azotaemia. In this paper from the Radcliffe Infirmary, 
Oxford, the author reports that burr cells were found in 
the blood of 13 out of 25 patients with azotaemia; they 
were present in significant numbers only when the blood 
urea level reached 175 to 200 mg. per 100 ml., and were 
most numerous in 8 fatal cases. Their presence is thus 
of bad prognostic significance, although they were 
found in cases in which the azotaemia was reversible. 
Since the number of polychromatic cells and reticulocytes 
was usually increased in the patients with burr cells and 
since haemosiderosis was invariably found at necropsy, 
it is considered that the burr cells play some part in the 
haemolytic element of the anaemia of azotaemia. 

Simple experiments suggested that the burr cell had 
lost its elasticity, but was not unduly fragile when sub- 
jected to trauma. Typical burr cells could not be pro- 
duced by incubating normal erythrocytes with solutions 
of urea or with uraemic plasma. T. B. Begg 


759. Microscopical Examination of the ‘‘ Buffy Coat ”’ 
from the Haematocrit in Investigation of Anaemia in 


Pregnancy 
H. B. Goopatt. Journal of Clinical Pathology [J. clin. 
Path.] 10, 248-251, Aug., 1957. 2 refs. 


The author set out to demonstrate the value of micro- 
scopical examination of the “* buffy coat” of the blood 
in the diagnosis of pernicious anaemia of pregnancy, 
blood being taken from 50 patients at the Royal Infirm- 
ary, Dundee, who were suspected of having megaloblastic 
anaemia of pregnancy or the puerperium. Ordinary 
blood films were also studied in all cases, and sternal 
marrow biopsy was carried out in 42. Typical or tran- 
sitional megaloblasts were seen in blood films from only 
2 patients, whereas megaloblastic anaemia was diagnosed 
from the buffy coat in 24 out of 30 proved cases. Buffy- | 
coat films contained cells that were diagnostic in all 
cases in which the marrow showed a fully developed pic- 
ture of megaloblastic anaemia or the haemoglobin level 
was below 8-5 g. per 100 ml. In 148 cases of anaemia of 
pregnancy or the puerperium due to iron deficiency or 
haemorrhage normoblasts were the only nucleated 
erythrocytes seen in the buffy coat; further, normoblasts 
were found only occasionally in the buffy coat of the 
blood from over 100 normal pregnant women. 

The author suggests that this examination is a reliable 
screening test for megaloblastic anaemia of pregnancy. 
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It renders sternal marrow biopsy unnecessary “* although 
an occasional case of mild megaloblastic anaemia may 
be missed ”’. T. B. Begg 


760. The Serology of Autoimmune Hemolytic Disease. 
Observations on Forty-one Patients 

R. S. Evans and R. S. Weiser. A.M.A. Archives of 
Internal Medicine [A.M.A. Arch. intern. Med.| 100, 
371-399, Sept., 1957. 45 refs. 


A serological study of 41 cases of acquired haemolytic 
anaemia is reported from the Veterans Administration 
Hospital and University of Washington School of 
Medicine, Seattle. In just over half of these cases the 
haemolytic anaemia was the secondary illness. The 
methods employed included the direct and indirect anti- 
globulin tests, examination of the patient’s cells for 
agglutination in colloidal material, examination of the 
serum and of eluates prepared from the cells for anti- 
bodies, and a study of the effect of pH on the auto- 
antibodies, together with cell survival studies. 

[Those acquainted with the results of previous sero- 
logical studies of haemolytic anaemia will find no new 
facts reported here. However, although the paper is 
long, it is interesting to read and adds further to the 
existing body of evidence in support of the auto-immun- 
ization theory.] I. Dunsford 


761. The Use of Radioisotopes in Diagnostic Hemato- 
logic Procedures. I. The Application of the B;2 Co%® 
Test in the Diagnosis of Macrocytic Anemias and Mal- 
absorption States. II. Fe59 Erythrokinetic Studies 

E. R. Kino, T. G. and R. P. SPENCER. 
American Journal of Clinical Pathology [Amer. J. clin. 
Path.) 28, 115-122 and 123-133, Aug., 1957. 11 figs., 
13 refs. 


From the U.S. Naval Hospital and Medical School, 
Bethesda, Maryland, the authors present two reports 
on the use of radioactive isotopes in diagnostic haema- 
tological procedures. The first is concerned with the 
Schilling test of gastré6-intestinal absorption of vitamin 
Bi2 (cyanocobalamin) in the diagnosis of macrocytic 
anaemias and malabsorption syndromes, in which 
urinary excretion is measured after the oral administra- 
tion of a dose of the vitamin labelled with radioactive 
cobalt (6°Co). The authors conclude from their experi- 
ence in an unspecified number of cases that when a 
preparation with a specific activity of approximately. 
0-5 uc. per 0-7 yg. is used a 24-hour urinary excretion 
of less than 13% of the dose should be regarded as being 
abnormally low, while if the 24-hour urinary excretion 
is less than 5% the patient should be suspected of having 
pernicious anaemia. If after adding intrinsic factor 
urinary excretion is increased by a factor of 6 or more the 
diagnosis of pernicious anaemia is confirmed, whereas 
if excretion remains low some intestinal condition should 
be suspected. In interpreting results it must be remem- 
bered that renal disease may cause a decrease of urinary 
excretion. It is also essential to obtain a complete 
24-hour collection. 

The second report is concerned with the use of radio- 
active iron (59Fe) in the study of diseases of the 


haematopoietic system. It includes a description of 
the techniques that may be used to study the rate of 
disappearance of 59Fe from the plasma, its incorpora- 
tion into erythrocytes, and its localization in the bone 
marrow, liver, and spleen, together with some discussion 
of the interpretation to be put upon the results. [It 
provides a useful summary, but possibly over-simplifies 
some of the technical and theoretical problems raised.] 
Janet Vaughan 


MORBID ANATOMY AND CYTOLOGY 


762. The Pathogenesis of Nodular Cortical Atrophy. 
Apparent Mechanism of Lesion Commonly Found in Cere- 
bral Palsied Individuals ; 

C. B. Courvitte. Bulletin of the Los Angeles Neuro- 
logical Society [Bull. Los Angeles neurol. Soc.] 22, 
120-130, Sept., 1957. 5 figs., 25 refs. 


The necropsy findings in the brain of a 65-year-old 
woman who died from pulmonary embolism following 
a motor-car accident are described. There was a 
history of a “ heart attack’? 8 months previously, in 
which she lost consciousness but from which she recovered 
without paralysis. Examination of the brain, which was 
carried out at the Cajal Laboratory of Neuropathology, 
Los Angeles County Hospital, California, revealed a cere- 
bral porencephalic lesion in the right lower central and 
parietal region and an irregular sclerosing atrophy of the 
convolutions bordering the anterior part of the gross 
cortical defect. The location of the defect suggested its 
origin in an occlusion of certain branches of the right 
middle cerebral artery. This irregular atrophy bordering 
on the main lesion was remarkably similar to that found 
in nodular cortical atrophy, sclerotic or secondary 
microgyria, or the more widespread state of lobar sclerosis 
or mantle sclerosis seen in so many cases of cerebral 
palsy in early life (ulegyria). 

The author draws attention to similar cases previously 
reported by himself and by others in which localized 
irregular convolutional atrophic changes have resulted 
from transient cerebral ischaemia. In his view the 
evidence suggests that such lesions occurring in cases 
of cerebral palsy in early life are the result of neonatal 
asphyxia and are not due to arrested development, 
cranial trauma, inflammatory disease, or venous throm- 
bosis. R. Wyburn-Mason 


763. Histochemical Studies of Some Keratotic and 
Proliferating Skin Lesions. I. Metachromasia 

H. FANGeR and B. E. Barker. A.M.A. Archives of 
Pathology [A.M.A. Arch. Path.] 64, 143-147, Aug., 1957. 
4 figs., 12 refs. 


In studies of the distribution of metachromatic sut- 
stances and reticulin in a variety of skin tumours, carried 
out at Rhode Island Hospital, Providence, the only 
significant finding was the observation that metachro- 
masia is common in the stroma of many rodent ulcers 


(basal-cell carcinomata) and rare in that of other epi- - 


thelial tumours. The metachromasia, being fast to 
streptococcal but not to testicular hyaluronidase, is 
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ascribed to chondroitin sulphuric acid. It runs roughly 
parallel to the proportion of tissue mast cells present, 
but since the metachromasia of mast cells is not due to 
chondroitin sulphuric acid the authors cannot suggest 
any mechanism to explain this connexion. 

Bernard Lennox 


764. The Behaviour of the Bronchial Mucosa in Car- 
cinoma of the Lung. I. Relationship be. veen Bronchial 
Carcinoma, Epithelial Metaplasia, and Smoking. II. 
Relationship between Bronchial Carcinoma, Epithelial 
Metaplasia, and Chronic Bronchitis, and between Car- 
cinoma, Superficial Carcinoma, and Microcarcinoma of 
the Bronchial Mucosa. (Uber das Verhalten der Bron- 
chialschleimhaut beim Lungenkrebs. I. Beziehungen 
zwischen Bronchialcarcinom, Epithelmetaplasie und 
Rauchen. II. Beziehungen zwischen Bronchialcarcinom, 
Epithelmetaplasie und chronischer Bronchitis; Bezie- 
hungen zwischen Carcinom, Oberflachencarcinom und 
Mikrocarcinom der Bronchialschleimhaut.) 


H. A. HACKENSELLNER. Frankfurter Zeitschrift fiir 
_ Pathologie (Frankfurt. Z. Path.) 68, 361-382 and 383-403, 


1957. 13 figs., bibliography. 


The histology of the bronchial mucosa was studied at 
the Austrian Institute for Cancer Research in 72 opera- 
tion specimens of lung tissue from cases of primary bron- 
chial carcinoma and 21 control specimens, 13 being 
operation specimens from cases in which no tumour 
was found and 8 being necropsy specimens from patients 
who had previously undergone operation for bronchial 
carcinoma. The technique and method of sampling 
are adequately described, 8 blocks being taken from each 
specimen. There were 32 squamous-celled, 10 small- 
celled and 27 medium- or large-celled, undifferentiated 
carcinomata, 2 adenocarcinomata, and one case of 
carcinoid tumour. 

Metaplasia of the Seanad epithelium, transitional 
or squamous, was present in 44 (61°%) of the 72 cases of 
carcinoma and in only one of the 8 control necropsy 
specimens (these lungs were poorly preserved) and one 
of the 13 control operation specimens. The site of 
metaplasia in the cases of carcinoma was most frequently 
the upper-lobe spur, less frequently the major and seg- 
mental bronchi, and extremely rarely the periphery. 
Metaplasia occurred in 22 (69%) of the cases of 
squamous carcinoma and in 15 (55%) of those of 
medium- or large-celled and 5 (50°%) of those of small- 
celled undifferentiated growth. 

In an attempt to evaluate the influence of smoking on 
the causation of metaplasia and of carcinoma the 72 
cases were divided into 5 groups according to the amount 
of tobacco habitually consumed by the patient. Of the 
3 non-smokers in the series, metaplasia was present in 2, 
while among the remaining 69 patients absence of meta- 
plasia was slightly [but not significantly] more frequent 
in the heavier-smoking groups. Moreover, although 
metaplasia was most often associated with squamous 
carcinoma, the latter was not more frequent among the 
heavy smokers. The author therefore concludes that 
although there is probably some causative connexion 
between smoking and carcinoma, there is none between 
smoking and metaplasia. 


In the second part of the paper the relation between 
chronic inflammatory disease of the bronchi and meta- 
plasia and carcinoma is discussed in detail in the light 
of current views. The author has found inflammatory 
changes (usually chronic) or post-inflammatory scarring 
in all cases of metaplasia, even the lungs of non-smokers, 
although chronic bronchitis is not always necessarily 
associated with metaplasia. A relationship between 
chronic inflammation and neoplasia is even more difficult 
to demonstrate, but it is suggested that an enzymatic 
disturbance due to inflammation might conceivably lead 
to a permanent alteration in the biological behaviour of 
the affected cells and to their cancerous degeneration. 
Of the 72 patients in the present series, 51°% followed 
occupations potentially injurious to the respiratory 
passages. 

Finally, the significance of microcarcinoma and surface 
carcinoma in the bronchi is discussed and work published 
on this subject reviewed. On the strength of his own 
findings the author considers that at the periphery of a 
primary tumour there is a gradual transition, first to 
microcarcinoma and then to surface carcinoma. He 
considers that bronchial carcinoma is monocentric in 
origin and that extensive sectioning of the lung tissue 
would reveal connexions between different tumour 
deposits, or alternatively that intrabronchial respiratory 
spread may occur. He points out that histological 
differences between different growths in the same lung 
do not prove a multicentric origin, since bronchial car- 
cinoma arises from a small pluripotential basal cell and 
different histological pictures may be found within the 
same tumour. F. Hillman 


765. Carcinoma-in-situ and Early Invasive Carcinoma 
Occurring in the Tracheobronchial Trees in Cases of 
Bronchial Carcinoma 

O. AUERBACH, J. B. Gere, J. M. PAwLowskI, G. E. 
MueusaM, H. J. SMouin, and A. P. Stout. Journal of 
Thoracic Surgery [J. thorac. Surg.) 34, 298-309, Sept., 
1957. 8 figs., 26 refs. 


The findings reported by the authors in two previous 
papers (Cancer (N.Y.), 1956, 9, 76, and New Engl. J. 
Med., 1957, 256, 97; Abstr. Wid Med., 1956, 20, 91, and 
1957, 22, 5) have supported the hypothesis that smoking 
is associated with a number of changes in the tracheo- 
bronchial tree, such as hyperplasia, metaplasia, and 
carcinoma in situ, which usually precede the development 
of carcinoma. They now report the results of a further 
investigation in which the lungs of 54 patients dying of 
carcinoma of the lung were examined at necropsy, all 
but one at the Veterans Administration Hospital, East 
Orange, New Jersey. Of the 54 tumours, 33 were 
squamous-cell and 16 undifferentiated carcinomata, 
the remainder being alveolar-cell carcinomata (3) or 
malignant cylindromata (2). 

By examining a total of 10,303 serial sections it was 
found that carcinoma in situ occurred in 48 of the 54 
cases in parts of the bronchial tree which were not 
involved by frank neoplasm. In many of these cases the 
foci of carcinoma in situ were multiple and showed ran- 
dom distribution, occurring in the trachea as well as in 
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the bronchi and their branches. It is suggested that a 
fully-developed carcinoma of the lung may represent 
the fusion of several contiguous foci of carcinoma in situ 
and that recurrences and metastases in the lung following 
surgical removal may represent further primary growths 
—a concept which has been suggested by workers who 
support the theory of “ fields of growth” in explaining 
the origin of certain cancers. As the authors state, it 
is unfortunate that the investigation throws no light on 
why carcinoma in situ of the trachea should not be 
followed by the development of frank carcinoma of that 
organ. G. J. Cunningham 


766. The Histology of Generalized Pulmonary Emphy- 
sema. I. The Genesis of the Early Centrolobular Lesion: 
Focal Emphysema 
K. H. McLean. Australasian Annals of Medicine [Aust. 
Ann. Med.] 6, 124-140, May, 1957. 21 figs., 30 refs. 
Using a technique described in a previous paper (Aust. 
Ann. Med., 1956, 5, 254; Abstr. Wld Med., 1957, 22, 85), 
the author has investigated the early lesions of general- 
ized pulmonary emphysema by the examination of serial 
sections of necropsy specimens of the lung in 75 cases at 
the University of Melbourne. The earliest lesions, 
which were found in the respiratory bronchioles and 
alveolar ducts near the middle of the secondary lobules, 
were either acute or chronic in form, the former being 
differentiated from the latter by being associated with 
proximal bronchiolar obstruction. These changes are 
described in great detail and the aetiology and patho- 
genesis of the condition are fully discussed. A hypo- 
thesis of the origin of early subclinical lesions of 
emphysema is proposed. A study of the nature of the 
dark pigment of the lung has led the author to suggest 
that some of this is haemosiderin rather than carbon. 
G. J. Cunningham 


767. Duodenal and Jejunal Biopsies. I. A Discus- 
sion of the Method, Its Difficulties and Applications 

M. SHINER. Gastroenterology [Gastroenterology] 33, 
64-70, July, 1957. 5 figs., 2 refs. 


Writing from the Postgraduate Medical School of 
London the author describes further slight modifications 
to the instrument previously described (Lancet, 1956, 1, 
17; Abstr. Wld Med., 1956, 20, 27) for obtaining duodenal 
and jejunal biopsy specimens, and discusses its use. 
The instrument now consists of a flexible tube 161-5 cm. 
in length with a headpiece which incorporates an inflat- 
able balloon, a suction chamber into which the mucosal 
surface to be biopsied is made to protrude, and a movable 
knife blade, each of these components being controlled 
from the external tailpiece of the instrument. The pro- 
cedure is as follows. The fasting patient gargles with 
amethocaine solution and is given an intravenous injec- 
tion of pethidine (50 mg.) for greater relaxation. With 
the patient lying on his side the tip of the tube is placed 
in the mouth and the patient asked to swallow while the 
tube is gently pushed into the pharynx and thence to the 
oesophagus and stomach; from there on the progress 
of the headpiece is; controlled fluoroscopically. When 
the desired_area is reached the balloon is inflated with 


sterile saline solution. The biopsy is then performed 
by deflating the balloon, opening the aperture of the 
headpiece, applying suction (approximately 7-5 to 12-5 
cm. Hg of negative pressure), and finally closing the 
aperture with the knife blade and so securing the biopsy 
specimen within the headpiece. After removal of the . 


tube the biopsy specimen is fixed and then examined ~ 


histologically. 

Causes of failure to obtain a biopsy specimen are 
discussed. It is stressed that no complications have 
occurred on any of the 67 occasions on which duodenal 
or jejunal biopsy has been attempted. While the author 
has found the procedure safe and practical, she concludes 
that it is too complicated and time-consuming for routine 
investigations; nevertheless it is regarded as a valuable 
research method for the study of diseases of the small 
intestine. (The instrument and method of use are illus- 
trated in line drawings.) H. A. Sissons 


768. Duodenal and Jejunal Biopsies. II. Histology 
L. DontAcH and M. SHINER. Gastroenterology [Gastro- 
enterology] 33, 71-86, July, 1957. 15 figs., 8 refs. 


An account is presented of the results obtained 
with the method of duodenal and jejunal biopsy pre- 
viously described [see Abstract 767]. Duodenal biopsy 
specimens were available from 30 patients and jejunal 
specimens from 15, the clinical diagnoses including 
“* x-ray negative dyspepsia’ (11 cases), duodenal and 
gastric ulcer (8), as well as cases of iron-deficiency 
anaemia, megaloblastic anaemia, idiopathic steatorrhoea, 
ulcerative colitis, and various other conditions. 

Of the duodenal biopsy specimens, 25 appeared to be 
normal. They included the full thickness of the mucosa, 
a strip of muscularis mucosae, and often submucosal 
connective tissue. The lamina propria contained plasma 
cells, lymphocytes, histiocytes, eosinophil granulocytes, 
and occasional mast cells and neutrophil granulocytes; 
the number of cells was such that it was difficult to 
establish with confidence any picture of excessive infiltra- 
tion. The remaining 5 duodenal specimens were con- 
sidered to show an abnormal condition. Of 2 of the 
most striking, one revealed a remarkable flattening of 
the villi and the other a chronic inflammatory exudate 
in the submucosa. Of the 19 patients whose primary 
symptom was dyspepsia (8 of them with proved gastric 
or duodenal ulcer), none showed any recognizable 
inflammatory lesion of the duodenum. 

Of the 15 jejunal biopsy specimens, 9 appeared to be 
normal; they included the full thickness of mucosa, mus- 
cularis mucosae, and a small amount of submucosa. 
The glands of the jejunum were separated by a greater 
amount of lamina propria than was found in the duo- 
denum, but cell infiltration of the lamina propria was 
equally conspicuous in the two regions. The remaining 
6 jejunal specimens were considered to show abnormali- 
ties. The most interesting of these took the form of a 
gross loss of villous surface area and distension of the 
crypts and glands of Lieberkiihn; this was seen in one 
case of megaloblastic anaemia and 2 cases of steatorrhoea. 
It is concluded that while duodenal biopsy does not 
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seem » Silas to prove helpful in the elucidation of dyspep- 
sia, jejunal biopsies are of the greatest value in the study 
of various types of steatorrhoea. H. A. Sissons 


769. Acute Pancreatic Lesions in Patients Treated with 
ACTH and Adrenal Corticoids - 

F. A. CARONE and A. A. Liesow. New England Journal 
of Medicine [New Engl. J. Med.) 257, 690-697, Oct. 10, 
1957. 6 figs., 35 refs. 

The incidence of necrosis and other lesions of the 
pancreas in patients receiving ACTH (corticotrophin) 
or adrenocortical steroids was investigated at Yale 
University School of Medicine, New Haven, Connecticut, 
and for this purpose tissue sections of the pancreas 
obtained at necropsy from 54 consecutive patients so 
treated were examined. In 16 cases there was histo- 
logical evidence of pancreatitis (4), fat necrosis (3), or 
both (9). The changes, which were mild in 6, moderate 
in 7, and severe in 3, were diffuse in some cases and focal 
in others. Histologically, the pancreatitis was inter- 


_ Stitial, with slight oedema and a varying degree of in- 


flammatory cell infiltration. 

In similar sections from a control group of 54 patients 
suffering from comparable diseases, but not receiving 
hormone therapy, there was no evidence of fat necrosis 
and evidence of pancreatitis was found in 2 patients 
only—a woman with severe polyarteritis nodosa involving 
pancreatic vessels and a man with leukaemic infiltration 
of the pancreas. Acinar changes consisting in focal 
dilatation of clusters of acini with flattening of the lining 
cells were seen in 32 patients in the steroid-treated group 
and in 13 of the control group. A review of the clinical 
records of the treated patients showed no evidence of 
pancreatitis. The serum amylase level was estimated in 
2 cases, and found to be 112 units in one and 344 units 
in the other (normal 40 to 150 units). No single hor- 
mone was responsible for the pancreatic changes ob- 
served; in fact, ACTH, cortisone, hydrocortisone, 
prednisone, and prednisolone, either alone or in various 
combinations, were all associated with pancreatic lesions 
in the cases studied. 

In the authors’ view caution should be exercised in the 
prolonged use of ACTH or adrenocortical steroids in 
the treatment of acute pancreatitis. These drugs may 
have beneficial effects in moribund or shocked patients, 
but they may delay healing or cause exacerbation of the 
disease if administered during the recovery phase. 

H. Caplan 


770. Histologic Changes in Viral Hepatitis Studied by 
Liver Biopsy 
H. THALER, L. BENDA, and E. Risse. Gastroenterology 
[Gastroenterology] 33, 209-224, Aug., 1957. 9 figs., 
bibliography. 


In this paper from the First Department of Medicine 
of the Medical School of the University of Vienna a 
review of the histological changes occurring in the liver 
in viral hepatitis, based on the study of 149 aspiration 
biopsy specimens from 126 -patients, is presented. In 
all the cases studied the clinical course was uncompli- 
cated, any with an anicteric, prolonged, fatal, or chronic 


course being excluded. So far as could be determined 
from the clinical histories infective hepatitis and homo- 
logous serum hepatitis were represented in nearly equal 
numbers. 

Biopsies were performed during the pre-icteric, the 
acute, and the early regenerative stages of the disease, at 
all of which characteristic changes were present. Hya- 
line bodies resembling those described in yellow fever 
by Councilman were consistently found. These bodies 
result from an acidophilic change in the cytoplasm of 
certain liver cells, shrinkage of which leads to retraction 
of the cell from its neighbours and ultimately to its 
assuming a globular appearance; at the same time the 
nucleus becomes pyknotic, retracts from the nuclear 
membrane, and shrinks to form a dense, spherical clump. 
Within the cytoplasm of intact liver cells spherical bodies 
showing the same staining properties as Councilman 
bodies were occasionally found, high magnification 
showing them to consist of a thin framework around 
minute vacuoles. The size of such cytoplasmic inclu- 
sion bodies varied, but was generally about that of a 
liver cell nucleus. Both Councilman bodies and inclu- 
sion bodies were seen as early as several days before the 
onset of jaundice, were most numerous at the peak of 
the disease, and usually disappeared rapidly as the 
jaundice diminished. 

Centrilobular degenerative parenchymal changes pre- 
dominated over the mesenchymal reaction in the acute 
stage and progressed to central necrosis in 32°% of cases. 
This high incidence of necrosis was probably related to 
the fact that all the cases of homologous serum jaundice 
studied originated from a single severe epidemic in which 
the mortality was 9-3%. Peripheral necrosis was seen 
in less than 10° of cases. 

In sections stained with Best’s carmine a moderate 
but definite decrease in the glycogen content was noted 
as the jaundice increased, while cells showing signs of 
severe degeneration were entirely free of glycogen. As 
the jaundice decreased cytoplasmic glycogen reappeared 
in some cells in the form of large, irregular, peripheral 
clumps. The authors suggest that this appearance may 
be related to a disorder of carbohydrate metabolism. 

In about 5°% of cases retraction of the liver cells from 
the walls of the sinusoids in the vicinity of areas of 
necrosis resulted in the formation of perisinusoidal 
spaces filled with transudate and debris. It is emphas- 
ized that this change must be distinguished from that 
occurring in the rare cases of hepatic oedema, when the 
perisinusoidal space is forced open by an escape of serous 
fluid from the sinusoids, causing secondary metabolic 
injury to the liver cells. The authors found no evidence 


' of hepatic oedema in their cases. 


‘Inflammatory changes in the portal triads were 
especially marked during the pre-icteric and early icteric . 
stages, portal proliferation sometimes being well advanced 
before the intralobular changes were fully developed, but 
the degree of portal change did not appear to affect 
the clinical picture. During the late regenerative phase 
marked portal infiltration sometimes persisted for weeks 
after the disappearance of jaundice, when the parenchy- 
mal damage had been nearly or completely repaired. 

E. Forrai 
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771, Studies on Primary Atypical Pneumonia. I. Local- 
ization, Isolation, and Cultivation of a Virus in Chick 
Embryos 

CHIEN Liv. Journal of Experimental Medicine [J. exp. 
Med.} 106, 455-466, Oct. 1, 1957. 5 figs., 32 refs. 


In 1944 Eaton et al. (J. exp. Med., 79, 649) reported 
the isolation of a virus by the inoculation of chick em- 
bryos with the filtered sputum or lung tissue of patients 
with primary atypical pneumonia. The presence of the 
virus could be detected only by the intranasal inoculation 
of cotton rats and hamsters, in a varying proportion of 
which pneumonia developed. This work has remained 
largely unconfirmed until the present investigation was 
undertaken at Harvard Medical School. By inoculating 
slightly older chick embryos and by making use of fluores- 
cein-labelled antibody the author has been able to 
isolate strains of virus apparently identical with Eaton’s 
strain from a frozen specimen of the lung of a patient 
who had died 12 years previously of primary atypical 
pneumonia, and also from sputum or naso-pharyngeal 
washings from 7 patients in the acute stage of the disease, 
most of whom developed agglutinins to Streptococcus 
M.G. and cold agglutinins during convalescence. 

Virus isolation was accomplished by amniotic inocu- 
lation of .13-day-old chick embryos under the cover of 
penicillin, but not of streptomycin, the sputum and tissue 
being first ground in nutrient broth. Most of the speci- 
mens were used immediately on receipt in the laboratory 
—8 specimens from which no virus was isolated had all 
been stored for longer than a month. The lungs and 
the lower portion of the trachea of the embryos were 
harvested after 5 to 6 days’ incubation, without prelimi- 
nary chilling. These were either used, after grinding, to 
inoculate further embryos or to infect cotton rats, or 
examined for viral activity. For this purpose frozen 
sections were made and, after fixation with acetone and 
drying, a drop of immune serum (rabbit or human con- 
valescent) was allowed to react with any viral antigen 
present in the section. After washing, a drop of either 
fluorescein-labelled anti-human-globulin rabbit serum or 
anti-rabbit-globulin goat serum was added, and the sec- 
tions were mounted in glycerol and examined for 
fluorescence to enable any specific antibody taken up by 
cells containing the virus to be detected. 

In infected embryos the virus was found only in the 
lower tracheal epithelium and in that of the bronchi and 
their main branches. By ordinary methods of histo- 
logical examination the sections appeared normal. In 
the pneumonic lungs of infected cotton rats fluorescence 
was detected only in the macrophages, suggesting that 
the pneumonia observed in this host resulted from a 
pneumotropic toxic effect similar to that seen in mice 
inoculated with unadapted influenza virus in large 
quantities. 

The author has made use of the fluorescein-labelled 
antibody method to titrate virus suspensions and neu- 
tralizing antibodies. His findings indicate a close anti- 


genic relationship between Eaton’s original strain, the 
strain isolated from lung tissue dating from 1943, and the 
strains isolated from cases occurring between 1954 and 
1956. J. E. M. Whitehead 


772. The Characteristics of Influenza-virus Strains 
Isolated in 1957 

V. M. ZHDANOvV, A. V. OrLova, V. V. Ritova, N. N. 
Soxotova, and L. A. Goryaina. Lancet [Lancet] 2, 
735-736, Oct. 12, 1957. 3 refs. 


Influenza outbreaks occurred in some regions of the 
U.S.S.R. during May, June, and July, 1957. The 
strains of influenza virus A isolated in June and July 
were compared serologicalJly with strains isolated in the 
U.S.S.R. in earlier years and also with the Asian strain 
A/Singapore/1/57. The 1957 strains were apparently 
closely related to the Asian strain and showed no sero- 
logical relationship with the earlier strains. Pre-existing 
antibodies against the new strains were not detected in 
sera from 182 patients in the epidemic areas, although 
antibodies against the earlier strains were present. 

Living experimental vaccines prepared from 3 recently 
isolated strains were administered to groups of 10 volun- 
teers, 4th- to 6th-passage allantoic fluid being given intra- 
nasally in 0-5-ml. amounts with a pipette. 
virus was recovered, most frequently on the second or 
third day after inoculation, from all the volunteers, and 
a rise in haemagglutination-inhibiting antibodies in the 
serum was found in all of them 2 weeks after inoculation. 
Two volunteers had 2 days’ pyrexia up to 101-3° F. 
(38-5° C.), 2 had one day’s pyrexia up to 99° F, (37-2° C.), 
and the remainder were apyrexial. They experienced 
hyperaemia of the nasal mucosa, but no other symptoms 
of importance. [The isolation rate and antibody 
response rate in the inoculated subjects are remark- 
able.] J. E. M. Whitehead 


773. Characterization of Atypical Mycobacteria and 
of Nocardia Species Isolated from Clinical Specimens. 
I. Characterization of Atypical Mycobacteria by Means 
of the Microcolonial Test 

L. G. Wayne, I. KRASNow, and M. HupPert. American 
Review of Tuberculosis and Pulmonary Diseases [Amer. 
Rev. Tuberc.] 76, 451-467, Sept., 1957. 5 figs., 24 refs. 


Some three years ago Timpe and Runyon suggested 
a method of classification of atypical mycobacteria and 
discussed the relationship of these organisms to human 
disease (J. Lab. clin. Med., 1954, 44, 202; Abstr. Wld 
Med., 1955, 17, 177). In that study they classified 
atypical mycobacteria according to their ability to pro- 
duce pigment only after exposure to light (photochromo- 
gens) or in the dark (skotochromogens). In order to 
determine whether this was an accurate method of 
classification the present authors, working at the 
Veterans Administration Hospital, San Fernando, 
California, have correlated the pigment-forming ability 
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of a number of strains of mycobacteria with their ability 
to retain neutral red in an alkaline medium and the 
ability to form “‘ cords”. Full details are given of a 
rapid method for assessing both the latter properties by 
growing micro-colonies on a “ millipore ” filter strip in 
contact with Léwenstein-Jensen medium, staining the 
colonies in situ, and observing fastness to neutral red and 
cord formation in the mounted preparation. 

It was found that there was very good eessitatian 
between the two methods of classification. Whereas 
typical Mycobacterium tuberculosis fixed neutral red and 
formed tight cords, the atypical photochromogens gave 
a positive neutral-red reaction and showed an inter- 
mediate degree of cord formation, as well as a limited 
degree of pathogenicity for guinea-pigs and mice. The 
skotochromogens fell into two sub-groups: (a) neutral- 
red positive and non-cord forming, and (5) neutral-red 
negative; the pathogenicity of this group for animals 
was very variable. John M. Talbot 


774, Characterization of Atypical Mycobacteria and 


of Nocardia Species Isolated from Clinical Specimens. 


II. Procedure for Differentiating between Acid-fast Micro- 


organisms 

M. Huppert, L. G. WAYNE, and W. J. JUAREZ. Ameri- 
can Review of Tuberculosis and Pulmonary Diseases 
[Amer. Rev. Tuberc.] 76, 468-479, Sept., 1957. 31 refs. 


Acid-fast micro-organisms observed in clinical speci- 
mens may be true Mycobacterium tuberculosis, atypical, 


‘ mycobacteria, rapidly growing mycobacteria, or certain 


species of Nocardia. In order to differentiate these in 
routine laboratory practice the authors have devised a 
scheme based on the microcolonial test described in 
their previous paper [see Abstract 773]. The applica- 
tion of this method to the identification of 135 strains 
of acid-fast micro-organisms, of which 95 had been 
regarded as PAS-resistant Myco. tuberculosis at the 
laboratory in which they were first isolated, showed 
that 3 of the latter were in fact strains of a rapidly 
growing mycobacterium (Myco. fortuitum), one was a 
saprophyte, and one was an atypical photochromogenic 
mycobacterium. The remaining 40 strains, all of which 
were known to be atypical in some respect, were sub- 
jected to further analysis, when 5 were found to be strains 
of Nocardia. The importance of differentiating between 
the various types of acid-fast organism is discussed. 
John M. Talbot 


775. Rapid Test of Virulence of Mycobacterium tuber- 
culosis by Inoculation of Cisterna Magna of Guinea Pigs 
C. D. BRown and A. H. Harris. American Review of 
Tuberculosis and Pulmonary Diseases [Amer. Rev. Tuberc.] 
76, 426-434, Sept., 1957. 7 figs., 12 refs. 


Previous work has indicated that the leptomeninges 
of the guinea-pig are extremely susceptible to infection 
with Mycobacterium tuberculosis, and also that cisternal 
puncture is a simple surgical procedure in this animal. 
In an investigation carried out at the New York State 
Department of Health, Albany, New. York, in which the 
method of cisternal injection as a test of virulence was 
employed, some guinea-pigs were inoculated with 11 


strains of Myco. tuberculosis of varying pathogenicity 
and others with 30 strains from patients treated with 
isoniazid. The animals were killed either when signs 
of paralysis appeared or after 56 days and the brain 
removed and examined histologically for evidence of 
tuberculous meningitis. (Nine strains of acid-fast 
saprophytes were also examined, as were 2 strains of 
Nocardia, N. intracellularis and N. asteroides.) 

The H37Rv strain of Myco. tuberculosis produced 
meningitis in 28 days; with other strains of varying 
virulence meningitis appeared after periods ranging from 
15 to 31 days. Of the 30 strains from isoniazid-treated 
patients, 18 out of 19 catalase-positive strains and 7 out 
of 11 catalase-negative strains caused tuberculous menin- 
gitis; the surviving animals, when killed after 56 days, all 
showed minimal leptomeningitis. None of the sapro- 
phytic strains produced any evidence of disease after 
4 months; likewise the strain of N. intracellularis failed 
to produce any significant lesions, while N. asteroides 
produced granulomatous lesions distinguishable histo- 
logically from those of tuberculous meningitis. 

John M. Talbot 


776. Slide Screening Test for Glandular Fever 
W. Brumritr and F. O’Grapy. Journal of Clinical 
Pathology [J. clin. Path.| 10, 243-244, Aug., 1957. 


At the Southern Command (Leishman) Laboratory, 
Aldershot, 180 sera from cases of clinical glandular 
fever were examined by the slide technique devised by 
Vaughn (J. clin. Path., 1951, 4, 104) for the detection of 
heterophilic agglutination. In examining the first 50 
cases a drop of unheated, undiluted serum was mixed on 
a slide with one drop of a 10% saline suspension of 
washed sheep erythrocytes and rocked gently for one 
minute; agglutination within this time was taken to 
represent a positive result. In the second group of 130 
cases the rocking of the slide was continued for 3 minutes 
and the actual time taken for gross macroscopic agglu- 
tination to occur was recorded. Sera from both groups 
were also tested by a modification of the Paul—Bunnell 
technique, that described by Davidsohn being used. Of 
the first 50 sera, 12 failed to agglutinate in the screening 
test in less than one minute and none showed a Paul- 
Bunnell titre of more than 1 in 40 after guinea-pig 
absorption. Of the 38 sera showing a positive result, 
11 had Paul—Bunnell titres of less than 1 in 80 after 
guinea-pig absorption. In the second group of sera it 
was found that the time at which a macroscopic positive 
agglutination appeared in the screening test was related 
tothe Paul—Bunnell titre, and although rapid agglutination 
may be associated with a low titre in the guinea-pig 
absorbed sera, significant titres do not occur in those 
negative to the screening test. Only one serum negative 
to the screening test had a Paul—Bunnell titre of 1 in 160, 
and a further 6 a titre of 1 in 80. However after absorp- 
tion on guinea-pig kidney none of these gave a titre of 
more than 1 in 40. A few of the sera positive to the 
screening test also gave low titres in a Paul—Bunnell test. 

The authors therefore conclude that 60 seconds is the 
optimum time to differentiate between positive and nega- 
tive sera in using this screening test for glandular fever. 

R. F. Jennison 
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777. +Ethylhydroxethyl Cellulose as a Laxative. Experi- 
ments in vitro on Swelling and Liquid Retention 

O. Atm. American Journal of Digestive Diseases [Amer. 
J. dig. Dis.| 2, 493-507, Sept., 1957. 8 figs., 27 refs. 


At the Apotekens Kontrollaboratorium, Stockholm, 
Sweden, experiments were carried out in vitro to deter- 
mine the swelling capacity and the water-retaining 
capacity of ethylhydroxyethyl cellulose. Using modifi- 
cations of the methods of Bone and Rising (J. Amer. 
pharm. Ass., sci. Ed., 1954, 43, 102) and Blythe et al. 
(ibid., 1949, 38, 59), the author compared these properties 
of the drug with those of tragacanth, psyllium (whole 
seeds), and methyl cellulose in distilled water, artificial 
gastric juice, hypertonic saline, and artificial intestinal 
juice. The disintegration time of ethylhydroxyethyl 
cellulose tablets was determined according to Kégi, the 
average time being 84 minutes. 

The swelling capacity of ethylhydroxyethyl cellulose 
was similar in each of the media used. It was more or 
less equal to that of methyl cellulose and of psyllium. 
Of the hydrophilic compounds tested, only tragacanth 
showed a greater swelling capacity, especially in water. 
The water-retaining capacity of ethylhydroxyethyl cellu- 
lose tablets was higher and that of psyllium was lower 
than the water-retaining capacity of the other com- 
pounds. 

The author considers these findings to suggest that 
ethylhydroxyethyl cellulose is worthy of trial as a 
laxative. T. J. Thomson 


778. 
Functional Intestinal Disturbances 

J. Tomentus. American Journal of Digestive Diseases 
[Amer. J. dig. Dis.] 2, 508-517, Sept., 1957. 8 refs. 


After reviewing present knowledge of the therapeutic 
value of the hydrophilic colloids in diseases of the gastro- 
intestinal tract the author of this paper from the Medical 
Clinic, St. Gérans Sjukhus, Stockholm, describes the 
results obtained with ethylhydroxyethyl cellulose (“‘ etu- 
los ’’) in 68 patients over periods of 2 to 30 months. Of 
these 68 patients, all of whom were ambulatory and 
able to follow their usual occupations, 47 had simple 
constipation, 13 had intermittent constipation with left 
abdominal pain, 6 had some degree of carbohydrate 
intestinal dyspepsia, and 2 had functional diarrhoea. 
The drug was given in the form of sugar-coated capsules, 
each containing 0-25 g., and the dosage was 2 to 3 g. 
daily in a glass of water. 

A “very good” effect was observed in 45 of the 68 
patients and a “* good ” effect in 18 others. One patient 
complained of epigastric discomfort some hours after 
taking the drug, but did not wish the treatment to be 
stopped. The disintegration time of etulos tablets, 
which was studied in 2 patients, was not less than 8 
minutes. 


Ethylhydroxethyl Cellulose Etulos ”’). Effect on 


The author concludes that ethylhydroxyethyl cellulose 
is a valuable laxative. No sign of oesophageal or 
intestinal obstruction resulted from its use, but he 
recommends that it should not be given to patients with 
organic obstruction in the alimentary tract. 

T. J. Thomson 


779. Clinical Studies with Dioctyl Sodium Sulfosuccinate 
plus Cascara Derivative. A New Agent for the Treat- 
ment of Constipation 

A. C. Bropers. American Journal of Digestive Diseases 
[Amer. J. dig. Dis.] 2, 483-486, Sept., 1957. 3 refs. 


A new laxative, “‘ peri-colace ”, each capsule of which 
contains 30 mg. of purified and standardized glycosides 
of cascara and 700 mg. of dioctyl sodium sulphosucci- 
nate, was tried on 20 patients at the Scott and White 
Hospital, Temple, Texas, suffering from chronic con- 
stipation. Each patient was given one or two capsules 
before breakfast; in some instances if evacuation did 
not occur before evening a further two capsules were 
given. 

Peri-colace was administered on 123 days and satis- 
factory bowel movements occurred on 73 (59-3°%%) of 
these. Side-effects were mild and few; nausea was noted 
by one patient and mild colic before defaecation on 6 
occasions. The author concludes that this combination 
of a peristaltic stimulant and a stool softener is suitable 
for use in the treatment of constipation in patients with 
depressed bowel motility. T. J. Thomson 


780. Constipation in Geriatrics. Management with 
Dioctyl Sodium Sulfosuccinate 
R. Harris. American Journal of Digestive Disease. 
[Amer. J. dig. Dis.] 2, 487-492, Sept., 1957. 7 refs. 


The author studied the effect of dioctyl sodium sulpho- 
succinate on 35 male patients aged 54 to 87 years suffer- 
ing from chronic atonic constipation and 15 patients with 
normal bowel habits who were residents at the Ann Lee 
Home, Watervliet, New York. The optimum daily dose 
varied from 120 to 180 mg., and if a patient had no bowel 
movement for 4 to 5 days an enema of soap-suds was 
given in addition. In 16 cases a placebo was adminis- 
tered for a preliminary period, without benefit. A daily 
record was kept of the number of stools passed, the con- 
sistency of the faeces, the incidence of side-effects, and 
the patient’s well-being. An excellent response was 
recorded if the patient had 5 or more soft bowel move- 
ments each week with not more than two enemata during 
the observation period of 56 days; and a good response 
if 3 or 4 bowel movements occurred each week with no 
more than 4 enemata during a similar period. 

Effective faecal softening occurred in all patients and 
the need for additional enemata was greatly reduced. 
An excellent or good response was obtained in 27 of 
the patients with chronic constipation. No side-effects 
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were pean" in either group. The author concludes 
that faecal softening with dioctyl sodium sulphosuccinate 
is a valuable method of treating chronic atonic constipa- 
tidn in elderly patients. T. J. Thomson — 


781. A Comparative Human in vivo Study of Antacids 
E. W. PAckMAN, D. D. Agsort, J. I. FerINMAN, and 


J. W. E. Harrisson. Journal of the American Pharma-— 


ceutical Association, Scientific Edition [J. Amer. pharm. 
Ass., sci. Ed.] 46, 545-549, Sept., 1957. 6 figs., 4 refs. 


The authors report the results of a clinical comparison 
of the antacid properties of dihydroxy aluminium sodium 
carbonate, aluminium hydroxide, calcium carbonate, and 
sodium bicarbonate in 6 healthy adult males who had 
a high physiological output of gastric acid and in whom 
the pH of each fasting sample of gastric juice was not 
higher than 2°5. After the subjects had fasted for 18 
hours a standard Levine tube was passed through the 
nose into the stomach, 3 ml. of gastric juice withdrawn 
by a special glass syringe, and then 1 g. of the antacid 


under study, dissolved or suspended in 5 ml. of water, 


was introduced through the tube. At intervals of 15 
minutes for 75 minutes thereafter 3-ml. samples of gastric 
juice were aspirated. Each sample was examined for 
free acid and total titratable acidity, using Tépfer’s 
reagent and phenolphthalein as indicators, and the pH 
determined with a Beckman pH-meter. The procedure 
was repeated after an interval of at least one week with 
each of the other antacids, after which the ability of the 
different antacids to maintain the pH of the gastric 
samples between 3 and 5-5 during the 75 minutes of 
observation was compared. 

Only dihydroxy aluminium sodium carbonate (D.A. 
S.C.) maintained the gastric pH within the optimum 
range during the observation period. Details of the pH 
of gastric samples are given in graphs for each patient 
and these show that the order of decreasing effectiveness, 
as judged by maintenance of the optimum pH range and 
duration of neutralization, of the antacids was D.A.S.C., 
aluminium hydroxide, calcium carbonate, and sodium 
bicarbonate. T. J. Thomson 


782. Comparative in vivo Methods for Evaluating 
Antacids in Humans 

J. W. E. Harrisson, D. D. Apsorrt, J. I. FEINMAN, and 
E. W. PACKMAN. Journal of the American Pharmaceutical 
Association, Scientific Edition [J. Amer. pharm. Ass., sci 
Ed.) 46, 549-552, Sept., 1957. 8 figs., 6 refs. 


The authors describe a method for the continuous 
measurement of the pH of the stomach contents, 
which they have used to compare the antacid effectiveness 
of dihydroxy aluminium sodium carbonate, aluminium 
hydroxide, calcium carbonate, and sodium bicarbonate 
in healthy adult males. The apparatus employed con- 
sisted essentially of five parts: (1) a Beckman stomach 
electrode with a small polyethylene guard which allowed 
the electrode to make intimate contact with gastric 
secretions without touching the gastric mucosa; (2) a 
Beckman reference electrode placed on the inner surface 
of the foréarm; (3) a Beckman H-2 pH-meter; (4) a 
six-point manual switch which allowed recording of the 


gastric pH of 5 subjects intermittently at choice, while the 
sixth electrode set in a buffer solution at pH 6 allowed 
standardization of the apparatus while intragastric read- 
ings were being taken; and (5) a Fisher recording unit, 
which was so arranged that a change of one pH unit was 
equal to one inch (2-5 cm.) of chart deflection, the 
sensitivity being 0-05 pH unit. 

The results obtained in young healthy adult males by 
intermittent aspiration of gastric samples after adminis- 
tration of various antacids [see Abstract 781] were then 
compared with those obtained by means of the above 
method of continuous intragastric recording of pH. 
The results were essentially the same by the two 
methods, but from a discussion of the disadvantages of 
the technique of intermittent aspiration of gastric con- 
tents in studies of the effectiveness of antacids the 
authors conclude that the method of continuous record- 
ing by an intragastric electrode is preferable. 

T. J. Thomson 


783. The Use of ‘* Noscapine ’’ (Narcotine) as an Anti- 
tussive Agent 
M. S. SEGAL, M. M. GopsTan, and E. O. ATTINGER. 
Diseases of the Chest [Dis. Chest] 32, 305-309, Sept., 
1957. 5 refs. 


The efficacy of ‘“‘ noscapine”’ (narcotine) as an anti- 
tussive agent was studied at Boston City Hospital in 51 
patients with cough due to various conditions, including 
acute bronchitis, chronic asthma, emphysema, bronchi- 
ectasis, and pulmonary neoplasm. The drug was given 
by mouth in a dosage of 15 to 60 mg. daily. Beneficial 
effects were observed in 51 out of 54 trials, and maximal 
effectiveness in 26. A comparison with other antitussive 
drugs showed that in 23 out of 30 trials narcotine gave 
comparable or better results. 

Side-effects, which occurred in 6 cases only, included 
drowsiness in 3, difficulty in clearing secretions in 2, and 
headache in one. A gradual loss of effectiveness was 
observed in 3 cases. No gastro-intestinal disturbances 
or respiratory depression was noted in any of the patients 
receiving narcotine. I. Ansell 


784. The Effect of a Single Intravenous Dose of Scil- 
laren B on the Pulmonary Circulation and Renal Function 
in Patients with Rheumatic Heart Disease 

H. Bucut, J. Ex, H. Extascu, B. THomMasson, and L. 
WeERKO. American Heart Journal [Amer. Heart J.] 54, 
376-384, Sept., 1957. 3 figs., 11 refs. 


The effect of a single dose of scillaren B on the pul- 
monary circulation and renal function in rheumatic 
heart disease was investigated in 6 patients at St. Erik’s 
Hospital, Stockholm. All the patients had mitral 
stenosis and 3 of them had other lesions as well. The 
pulmonary artery was cannulated, and cardiac output 
determined by the Fick method; in some cases the right 
auricular pressure was measured through a second 
catheter. Clearance values for inulin and para-amino- 
hippurate and also sodium excretion were estimated. 
Cardiac output, pulse rate, pulmonary pressure, and 
renal function were determined for one hour before 
the intravenous injection of 0-5 to 1 mg. of scillaren B. 
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After injection the heart rate decreased, except in the 
single case in which it was not greatly raised before; in 
some cases the decrease began within one minute of the 
injection. Pulmonary blood pressure fell rapidly, while 
cardiac output remained unchanged. Stroke index rose 
considerably, but it was not possible to determine whether 
this was merely secondary to the slowing or whether 
there was also a direct effect on the heart muscle. A 
rapid decrease in the pressures in both the right atrium 
and the pulmonary artery was observed, but there was 
no direct effect on renal clearance values or sodium 
excretion, any renal effects being secondary to the 
cardiac action. W. H. Horner Andrews 


785. ‘Urea, the Forgotten Diuretic 
C. Papp and K. British Medical 
Journal (Brit. med. J.]2, 906-911, Oct. 19, 1957. 22 refs. 


Urea was administered in a dosage of 15 g. 3 times a 
day to 17 patients at the London Chest Hospital who had 
congestive cardiac failure which was resistant to mercurial 
diuretics. The drug caused surprisingly little anorexia 
and vomiting, particularly when given in grapefruit 
juice, and the dosage had to be reduced in a few cases 
only. In 15 cases treatment was continued for periods 
ranging from 24 weeks to 7 years, digitalis being given 
and sodium intake restricted concurrently. On this 
regimen 3 patients were maintained free from oedema 
and effusions and were able to return to a sedentary 
occupation. In 11 there was temporary improvement, 
and in 3 treatment failed. In 8 cases the fluid balance, 
which was negative before urea administration began, 
became positive on urea alone, while in 5 in which it 
remained negative fluid retention became less. Urea 
was found to potentiate the effect of mercurial diuretics 
and to prevent the “rebound” fluid retention after 
injection of the latter. The authors state that failure to 
produce diuresis with urea usually coincided with a rapid 
downhill course. T. B. Begg 


786. Some Chemical and Physical Factors in the Develop- 
ment of Fluothane 

C. W. Suckuinc. British Journal of Anaesthesia [Brit. 
J. Anaesth.) 29, 466-472, Oct., 1957. 7 refs. 


In this paper describing the steps leading to the dis- 
covery of halothane (‘‘ fluothane’’) the author shows 
how some concepts of physical chemistry can elucidate 
the action of anaesthetics and can help to predict what 
compounds will have anaesthetic properties. Com- 
pounds which are chemically inert, such as the fluorin- 
ated paraffins, are unlikely to be toxic since they are not 
readily involved in the chemistry of metabolism. Many 
of these compounds are volatile and non-inflammable 
and have anaesthetic properties, but some of them are 
convulsants. The addition of chlorine and bromine 
atoms usually renders the compounds more reactive 
and more toxic; but the presence of a CF3— or a CF2= 
group reduces the reactivity of chlorine and bromine on 
the adjacent carbon atom. In choosing compounds, 
such as halothane, likely to have the required potency 
the contribution of Ferguson (Proc. roy. Soc. B., 1939, 
127, 387) can be helpful. Ferguson showed that when 


the effective concentrations of various volatile anaes- 
thetics are expressed in the usual way as percentages 
by volume they range from 100 for nitrous oxide to 0-5 
for chloroform (that is, a factor of 200), whereas if they 
are expressed on a thermodynamic scale, that is in terms 
of relative saturation, the values for these same substances 
range from 0-01 to 0-07 (a factor of only 7). By relative 
saturation is meant the ratio of the partial pressure 
producing anaesthesia (p,) to the saturated vapour 
pressure (p,) at the temperature of the experiment. 
This concept explains many of the large differences in 
anaesthetic potency of different volatile narcotics. 
Narcotic potency is also related to the cohesive energy 
density of a volatile liquid (that is, a measure of the 
forces holding the liquid together), which was shown by 
Mullins to depend partly on molecular size. The more 
selective an anaesthetic, the more closely will its cohesive 
energy density approximate to that of the brain tissue 
with whose molecules it must interact. This concept is 
also helpful in the search for substances which will act 
chiefly on the brain and not on other tissues. 
Ronald Woolmer 


787. The Effects of Promethazine upon Respiration and 
Circulation of Man 

J. E. EcKENHOFF, M. HELRIcH, and W. D. ROLpPuH. 
Anesthesiology [Anesthesiology] 18, 703-710, Sept.—Oct., 
1957. 3 figs., 9 refs. 


The enthusiastic claims made for promethazine 
phenergan ”’) as pre-anaesthetic medication being in 
conflict with the authors’ own clinical experience, they 
investigated its effects upon respiration and circulation 
in healthy volunteers at the University of Pennsylvania 
School of Medicine. A dose of 50 mg. was given intra- 
muscularly in all cases. 

Restlessness, often long-continued, occurred in most 
cases and pruritus in some of them. Irregularity in 
depth of respiration and deep sighing occurred fre- 
quently. When the effect of a 50- to 60-degree head-up 
tilt was studied 4 out of 9 subjects fainted or became 
severely hypotensive. W. Stanley Sykes 


788. Effect of Intravenous Acetazolamide on Cerebro- 
spinal-fluid Pressure 

A. J. Coppen and G. F. M. RusseLt. Lancet [Lancet] 2, 
926-927, Nov. 9, 1957. 1 fig., 5 refs. 


A study of the effect of intravenous injection of aceta- 
zolamide on the cerebrospinal-fluid (C.S.F.) pressure in 
7 epileptic patients is reported from the National Hos- 
pital, Queen Square, London. At the start of the 
investigation all the patients had normal C.S.F. pressure 
and conduction. The drug was injected through an 
indwelling Gordh needle, the dosage being 7, 14, or 20 
mg. per kg. body weight. An observation period of at 
least 20 minutes with the patient relaxed was allowed 
for the C.S.F. pressure to become stable, and the effect 
of any emotional factor was assessed after preliminary 
intravenous injection of distilled water. 

The C.S.F. pressure in 4 patients receiving acetazola- 
mide in a dosage of 20 mg. per kg. body weight increased 
by 147 to 155 mm. C.S.F., the response beginning within 
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one minute of the injection and the pressure returning 
to normal in 30 to 40 minutes. In one patient given the 
drug in a dosage of 14 mg. per kg. there was a rise in 
C.S.F. pressure of 78 mm., but in 2 patients a dosage of 
7 mg. per kg. had no effect. There was no significant 
change in respiratory rate or blood pressure in any of the 
patients. Two possible mechanisms for the increase in 
C.S.F. pressure are suggested. 
The authors conclude that acetazolamide should no 
be given to epileptic patients suspected of having increased 
intracranial pressure. — Gerald Sandler 


789. Effect of 8, B-Methylethylglutarimide (Megimide) 
and Thiopental in Dogs 


R. W. Virtue and R. B. KAster. Anesthesiology [Anes- 
thesiology] 18, 686-689, Sept.—Oct., 1957. 7 refs. 

The discovery that N-allylnormorphine is a specific 
antagonist to morphine has led to a search for a similar 
antagonist to the barbiturates. The suggestion that , 
B-methylethylglutarimide (** megimide ”) might be such 
a drug has hitherto not been supported by adequate 
evidence, while clinical reports on its use have varied 
enormously. Experiments were therefore carried. out 
at the University of Colorado Medical Center, Denver, 
on two groups of 5 dogs each. Both groups were given 
anaesthetic doses of thiopentone and one was then 
given megimide intravenously in half the dosage used for 
thiopentone, the recovery times in the two groups being 
noted. After a week’s interval to avoid possibility of 
development of tolerance the experiment was repeated 
with the two groups reversed. After another week the 
process was repeated again, the results of this third 
experiment not differing significantly from those of the 
first in either group. The combined results of the three 
experiments showed that the average sleeping time was 
reduced by megimide to about two-thirds of that resulting 
from thiopentone alone. The authors conclude that 
megimide has an analeptic action rather than being a 
specific inhibitor of barbiturate action. 

W. Stanley Sykes 


790. Studies of Analgesic Drugs: Dihydrocodeine 

A. S. Keats, J. TELFoRD, and Y. Kurosu. Journal of 
Pharmacology and Experimental Therapeutics [J. Pharma- 
col. exp. Ther.] 120, 354-360, July, 1957. 2 figs., 18 refs. 


Dihydrocodeine has been widely used as a cough sup- 
pressant, but very little as an analgesic. In this study, 
reported from Baylor University, Houston, Texas, its 
analgesic properties were compared with those of mor- 
phine by alternating the administration of the two drugs 
to patients soon after operation. Tests on 51 patients 
showed that 60 mg. of dihydrocodeine tartrate [given 
subcutaneously, presumably] produced adequate anal- 
gesia almost as frequently as did 10 mg. of morphine 
sulphate, whereas doses of 30 mg. and 90 mg. were 
slightly less effective—probably, in the latter case, 
because the optimum dose had been exceeded. 

Tests on 7 healthy young adults showed that 30 mg. 
of dihydrocodeine bitartrate produced slight respiratory 
depression after one hour which, however, had gone by 
the third hour; there was more marked respiratory 


depression after a dose of 60 mg., but this was not so. 
severe or so prolonged as that produced by 10 mg. of 
morphine sulphate. Other side-effects of dihydrocodeine 
were tested by giving an injection of dihydrocodeine, 
morphine, or saline to patients before operation, without 
disclosing the nature of the injection to the patient or the 
assessor. Dihydrocodeine produced almost all the side- 
effects of morphine, but they were less frequent and 
sedation was less prominent. Since 60 mg. of dihydro- 
codeine bitartrate relieved pain only slightly better than 
30 mg. and caused more unwelcome side-effects, the 
authors suggest that dihydrocodeine will prove of most 
value in a dose of 30 mg., in which dosage it is a moder- 
ately powerful analgesic, rather more potent and pleasant 
than codeine. T. B. Begg 


791. Studies of Analgesic Drugs: Anileridine Dihydro- 
chloride 


A. S. Keats, J. TELForRD, and Y. Kurosu. Anesthesi- 
ology [Anesthesiology] 18, 690-697, Sept.—Oct., 1957. 
2 figs., 9 refs. 


Anileridine (ethyl 1-(2-p-aminophenylethyl)-4-phenylpi- 
peridine-4-carboxylate) is a derivative of pethidine. In 
animals it has a high potency as an analgesic with few 
side-effects. At Jefferson Davis Hospital (Baylor Uni- 
versity College of Medicine), Houston, Texas, the drug 
was given in doses ranging from 10 to 75 mg. per 70 kg. 
body weight to a number of patients during the first 
30 hours after an operation and the analgesic effect 
compared with that of 50 mg. of pethidine per 70 kg. 
given alternately. The respiratory effects were mea- 
sured in 5 healthy subjects, and the subjective effects 
compared with those of pethidine in patients awaiting 
operation, excluding those who had been in hospital 
for long periods or who had recently had sedative drugs. 

Anileridine was estimated to be about 2} times as 
potent an analgesic as pethidine. In some cases large 
doses produced less relief of pain than smaller ones, 
suggesting that an optimum dose exists which had been 
exceeded. The degree of depression of respiration by 
anileridine was equal to that by pethidine, but the effect 
wore off more rapidly. Subjectively, 50 mg. of anileri- 
dine per 70 kg. produced nervousness and restlessness 
more frequently than did 100 mg. of pethidine per 
70 kg. W. Stanley Sykes 


792. Analgesic Action of Pethidine—Levallorphan Mix- 
tures in Man 

A. HERXHEIMER and C. SANGER. British Medical 
Journal (Brit. med. J.] 2, 802-803, Oct. 5, 1957. 2 figs., 
7 refs. 


The analgesic effects of pethidine and of mixtures of 
pethidine and the antagonist levallorphan, given intra- 
venously, on experimental ischaemic and thermal pain 
were compared in 5 normal subjects at St. Thomas’s 
Hospital Medical School, London. The addition of 
the antagonist did not impair the analgesic effect of — 
pethidine, but on the contrary enhanced it. The addition 
of 0-075 mg. of levallorphan to 22-5 mg. of pethidine was 
more effective in this respect than the addition of 0-15 mg. 
The clinical value of such mixtures remains to be assessed. 

4 R. Schneider 
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793. Penicillinase in the Treatment of Penicillin 
Reactions 

A. M. Minno and G. M. Davis. Journal of the American 
Medical Association [J. Amer. med. Ass.) 165, 222-224, 
Sept. 21, 1957. 2 refs. 


Untoward reactions to penicillin are variously esti- 
mated to occur in 0-1 to 5% of those receiving the drug, 
and there is no known way of predicting which reactions 
will clear promptly and which will be so severe as to tax 
all known therapeutic resources. In this paper from the 
U.S. Naval Hospital, Great Lakes, Illinois, the authors 
report the results of giving penicillinase—which has been 
reported to reduce the level of circulating penicillin in the 
blood to zero within an hour—to 32 patients suffering 
from severe reactions to either benzathine or procaine 
penicillin, which usually took the form of urticaria with 
generalized pruritus, severe arthralgia, or a serum-sick- 
ness-like reaction. The usual dose was 1,000,000 units 
of penicillinase intramuscularly (but the injection was 
given intravenously to 2 patients, of whom one responded 
satisfactorily but the other developed a severe rigor and 
slight cyanosis). Penicillinase was the sole agent of 
treatment in 12 of the cases, the others receiving anti- 
histaminics as well, but no other medication. 

Of the 32 patients, 15 became ambulatory and asympto- 
matic within 24 hours and 5 within 48 hours. In the 
remaining 12 cases the signs and symptoms abated, but 
it was 4 to 6 days before all had disappeared. Pruritus 
was promptly relieved in nearly every case. In 11 casesa 
second injection was given after 48 hours. No toxic 
manifestations were encountered, but there was pain and 
tenderness at the site of the intramuscular injection for 
24 hours. The necessity to use steroids has not arisen 
since the introduction of penicillinase. Antihistaminics 
and penicillinase seem to be complementary and their 
combined use has appeared to reduce morbidity. An 
addendum to the paper contains a brief report of 10 
additional cases, in-8 of which the patient recovered 
completely in 48 hours and in one in 72 hours; the 
remaining patient required admission to hospital for 
5 days. A, Ackroyd 


794. Fatal Reactions to Penicillin. Evaluation of a Test 
for Sensitivity 

Vv. M. SmituH. New England Journal of Medicine [New 
Engl. J. Med.] 257, 447-451, Sept. 5, 1957. 4 figs., 
4 refs. 

A simplified method of detecting penicillin sensitivity 
was given a clinical trial at a U.S. Army Hospital at 
Augsburg, Germany. The method consisted in the 
application of a solution of procaine penicillin (300,000 
units per ml.) to a forearm skin scratch and the conjunc- 
tival sac, the response being considered positive if an area 


of skin erythema over 1 cm. in diameter, a skin weal, 
and conjunctival watering, redness, and oedema devel- 
oped within 15 minutes. Of the 1,365 subjects tested, 
25 gave a positive response, and 10 of these are known to 
have had later an anaphylactic reaction to penicillin, 
which in one case proved fatal. A generalized sensitivity 
reaction to the test in one case subsided after injection 
of adrenaline subcutaneously. In 7 additional subjects 
who were known to have had recent acute anaphylactic 
reactions to penicillin the results of the skin and con- 
junctival tests were positive although all were receiving 
antihistamine therapy at the time. In several subjects 
the reaction to the skin test was positive and that to the 
eye test was negative, while in others the reverse was the 
case; the author therefore recommends that both tests 
should be performed simultaneously. Intramuscular 
injections of penicillin were given to a group of 778 
patients who had shown a negative response to the 
sensitivity tests; only one had a mild anaphylactic 
reaction a few minutes afterwards. 

The author concludes that by carrying out these tests, 
which are safe, simple, reliable, and specific, potentially 
fatal immediate anaphylactic responses to penicillin may 
be avoided. Gerald Sandler 


795. Antibiotic Combinations. Tetracycline, Erythro- 
mycin, Oleandomycin and Spiramycin, and Combinations 
of Tetracycline with Each of the Other Three Agents— 
Comparisons of Activity in vitro and Antibacterial Action 
of Blood after Oral Administration 

W. F. Jones and M. FINLAND. New England Journal of 
Medicine [New Engl. J. Med.] 257, 481-491 and 536-547, 
Sept. 12, 1957. 14 figs., bibliography. ' 


The authors, writing from the Thorndike Memorial 
Laboratory and City Hospital (Harvard Medical School), 
Boston, review the literature on the combined use of 
certain related antibiotics. They are critical [justifiably] 
of some of the methods used and of the interpretation 
of data concerning synergism or antagonism of antibiotic 
combinations. They concur in the findings of Garrod 
(Brit. med. J., 1957, 2, 57; Abstr. Wld Med., 1957, 22, 
427), who, contrary to the claims of other workers, failed 
to demonstrate synergism in certain combinations. 

- They then report studies of the activity of further 
antibiotic combinations. First, the respective activities 
in vitro of oleandomycin and spiramycin were compared 
with that of erythromycin against pathogenic strains of 
various Gram-positive cocci. Erythromycin was found 
to be the most effective and spiramycin the least effective 
of the three. A comparison was then made of the 
activity in vitro of these three antibiotics and tetracycline 
each used alone, and of combinations of the last-named 
with each of the others. It was found that none of the 
mixtures, in any of the proportions used, possessed 
superior antibacterial activity when compared with that 
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of the more active component of the corresponding 
mixture. Finally, the antibacterial action of the blood 
of healthy subjects was assayed after ingestion of each of 
the four antibiotics singly and of combinations of tetra- 
cycline with each of the three erythromycin-type anti- 
biotics. The findings were similar to those obtaified in 
the tests carried out in vitro. 

The authors conclude that oleandomycin and spira- 
mycin are sufficiently inferior to erythromycin to indicate 
that their general use in the treatment of infections is 
unwarranted, and that administration of the antibiotic 
combinations discussed in this paper is to be discouraged. 

E. G. Rees 


796. Antibiotic Combinations. Antistreptococcal and 
Antistaphylococcal Activity of Normal Subjects after 
Ingestion of Erythromycin or Chloramphenicol or Both 
W. F. Jones and M. FINLAND. New England Journal of 
Medicine [New Engl. J. Med.] 257, 744-748, Oct. oii 
1957. 4 figs., 15 refs. 


Controlled studies were made on the ‘ieee sich 
and antistaphylococcal activity of the plasma of 6 normal 
subjects after ingestion of single doses of either 500 mg. 
or 1,000 mg. of erythromycin or chloramphenicol, or 
equal amounts of both these agents. Erythromycin 
yielded the greatest activity, and chloramphenicol the 
lowest, and the mixture gave intermediate values. The 
activity obtained from the larger dose was higher, in 
each test, than that derived from smaller doses of the 
corresponding agent.—[Authors’ summary.] 


797. Studies on Synergism with Twelve Antibiotics 
against Thirty HoSpital Strains of Staphylococcus aureus 
H. J. Ettiotr and W. H. HALL. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.) 50, 242-249, 
Aug., 1957. 1 fig., 9 refs. 


In this study the authors have analysed the activity of 
12 antibiotics, both singly and in 66 paired combinations, 
against 30 strains of Staphylococcus pyogenes isolated 
at the Veterans Administration Hospital, Minneapolis, 
during 1954. A bacterial inoculum of 0-5 ml. of a 
1:100 dilution of each strain in an 18-hour broth culture 
was mixed with doubling dilutions of each antibiotic. 
The bacteriostatic end-point was taken as the lowest 
concentration of antibiotic that prevented visible growth 
after 18 hours at 37°C. All clear tubes were sub- 
cultured on nutrient agar plates, and the lowest antibiotic 
concentration that prevented growth on subculture was 
recorded as the bactericidal end-peint. An antibiotic 
concentration of 6-25 units or xg. per ml. was arbitrarily 
chosen to distinguish susceptible from resistant strains— 
that is, organisms were considered to be susceptible if 
there was no growth and resistant if there was growth 
at this concentration. The agar-diffusion method and 
replica plating were used to demonstrate synergism, 
antagonism, or additive effects of combinations of 
antibiotics. 

It was shown that a high degree of resistance to peni- 
cillin, streptomycin, and the tetracyclines was frequent. 
Cross-resistance between these antibiotics was common, 
and was practically uniform among the individual 


tetracyclines. Resistance was rare to the newer anti- 
biotics which were not available in 1954 when these 
staphylococci were originally isolated. The combined 
activity of any two antibiotics was not usually enhanced 
if the strain of staphylococcus was highly resistant to one 
or both separately; thus synergism was infrequent 
between penicillin, streptomycin, and the tetracyclines. 
On the other hand potentiation of both bacteriostatic 
and bactericidal activity occurred with pairs of the 
newer antibiotics to which the hospital strains were most 
susceptible; this activity was usually additive rather than 
synergistic. The most effective combinations were novo- 
biocin with vancomycin, bacitracin with chlorampheni- 
col, and erythromycin with cycloserine. 
D. Geraint James 


CHEMOTHERAPY OF TUMOURS 
798. Preliminary Clinical Experience with E-39, a New 


- Drug for Advanced Cancer 


L. Ficur and S. M. Si-verstone. Journal of the Mount 
Sinai Hospital [J. Mt Sinai Hosp.| 24, 627-632, Sept.- 
Oct., 1957. 2 refs. 


E-39 an ethylenimino-quinone cytotoxic drug was 
used in 8 cases of hopelessly advanced cancer. In spite 
of severe leukopenia induced by the drug, beneficial 
effects were obtained in 6 cases and were quite striking 
in at least 2 of them. These effects were only temporary 
and could not be reproduced when the patients went 
into relapse. They do indicate, however, that this drug 
has properties worthy of further investigation — 
[Authors’ summary.] 


799. The Chemotherapy of Malignant Disease. [Lang- 
don-Brown Lecture, 1957] 

R. Scott. British Medical Journal (Brit. med. 
J.] 1, 1-7, Jan. 4, 1958. Bibliography. 


800. Preliminary Experience with ‘‘ Tetramine ”’ in the 
Treatment of Malignant Tumours. (Erste Erfahrungen 
mit der Tetramin-Behandlung maligner Tumoren) 

W. Deutsche. medizinische Wochenschrift 
[Dtsch. med. Wschr.] 82, 1465-1468, Sept. 6, 1957. 
6 refs. 

A brief report is presented on 2 years’ experience with 
1-ethyleneimino-2-oxybutene (“ tetramine *’) in the treat- 
ment of malignant tumours. [The name “ tetramine ” 
is also used to describe tetramethylammonium hydroxide ; 
the drug referred to here is related chemically to tri- 
ethylene melamine, or tretamine.—Epritor.] Generally 
the drug was given orally with food, but in some cases of 
carcinoma of the rectum. it was administered locally in 
addition, as an enema. It caused vomiting in about 
half of the cases. In a series of some 50 patients the 
best results were obtained in those suffering from cancer 
of the stomach and skin; the drug being ineffective in 
cancer of the prostate. 

In the cases deriving benefit not only was improve- 
ment noted clinically, but metastases and the primary 
tumour showed histologically demonstrable regressive 
changes and considerable connective-tissue proliferation. 
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Doses of 200 to 300 mg. of the drug caused a fall in 
the leucocyte count, which, following massive doses of 
450 to 600 mg. per day, fell to 4,000 per c.mm. and 
occasionally to 2,000 to 3,000 per c.mm. However, on 
cessation of treatment for 2 weeks the count tended to 
return to normal levels. No albumin, bile pigments, or 
pathological deposits were detected in the urine. Brief 
details are given of 7 illustrative cases. 
Norval Taylor 


CHEMOTHERAPY OF TUBERCULOSIS 


801. Chemotherapy of Tuberculosis. I. Anti-tuberculous 
Activity of Verazide and Related Hydrazones 

S. D. Russo, J. EpGar, and G. VAUGHAN. American 
Review of Tuberculosis and Pulmonary Diseases [Amer. 
Rev. Tuberc.] 76, 331-345, Sept., 1957. 4 figs., 10 refs. 


The antituberculous activity of verazide (l-isoni- 
cotinoyl-2-veratrylidenehydrazine) and 7 related Schiff’s 
bases of isoniazid (isonicotinic acid hydrazide) has been 
studied at the University of Melbourne in vitro and also 
in vivo by the healing-ulcer method of Rubbo and Pierson 
(Amer. Rev. Tuberc., 1953, 68, 48). The rate at which 
drug resistance developed was determined by using for 
each progressive tuberculostatic titration an inoculum 
from the tube containing the highest drug concentration 
at which growth occurred, the resistant strains so isolated 
being then examined for their stability and degree of 
resistance and cross-resistance. 

It was found that isoniazid and its hydrazone deriva- 
tives have approximately the same antituberculous 
activity in vitro. However, in low, intermittent dosage 
(10 mg. per kg. body weight given weekly intramuscu- 
larly) verazide exerts a greater and more prolonged 
antituberculous activity in the guinea-pig than does 
isoniazid or the other hydrazones, and is about 3-5 times 
less toxic than isoniazid (LDs9 200 mg. per kg. body 
weight given intraperitoneally in mice). Verazide is 
therefore recommended for the treatment of tuberculosis 
in human patients. This drug and isoniazid have 
similar modes of action against the tubercle bacillus; 
resistant mutants that show cross-resistance are readily 
isolated. 

The ferrous, cobalt, zinc, and copper sulphate com- 
plexes of isoniazid and the copper chloride complex of 
verazide have high antituberculous activity both in vitro 
and in vivo, but since they also produce high local and 
acute toxicity they cannot be used as chemotherapeutic 
agents. J. E. Page 


802. Chemotherapy of Tuberculosis. Il. Some Ob- 
servations on the Pharmacology of Verazide 

S. D. Russo and G. VAUGHAN. American Review of 
Tuberculosis and Pulmonary Diseases [Amer. Rev. Tuberc.} 
76, 346-359, Sept., 1957. 4 figs., 4 refs. 


Some details of the pharmacological properties of 


.verazide [see Abstract 801] which are considered 


essential before proceeding to a clinical trial of this drug 
are presented and compared with those of isoniazid. The 
concentrations of verazide and isoniazid in biological 
fluids and tissues were determined spectrophoto- 


metrically. Verazide is sparingly soluble in water (1 in 
3,000 at 20°C.), but in acid solution (below pH 2:4) 
it is rapidly hydrolysed to isoniazid and veratric alde- 
hyde; 60% of the drug remains unchanged when it is 
given to human subjects as compressed, uncoated tablets. 
Measurements of the serum and cerebrospinal-fluid 
levels of the drug after its administration by mouth 
showed that the best dosage regimen was two equal 
doses of 10 mg. per kg. body weight night and morning; 
the resulting serum concentration (1 to 4 zg. per ml.) is 
from 10 to 40 times the minimum concentration required 
to inhibit growth of Mycobacterium tuberculosis. Sys- 
temic toxicity tests on mice, rabbits, and dogs and a 
prolonged chronic toxicity trial on 5 volunteer patients 
showed that the recommended dose (20 mg. per kg. 
daily) is safe, clinical, biochemical, and haematological 
studies having failed to reveal evidence of either acute 
or chronic toxicity. 

Although the low solubility of verazide suggests that 
it could be injected intermittently, the acute local toxicity 
of the concentrated suspension is a contraindication to 
its use in this way, and intravenous injection carries the 
danger of embolic complications. Verazide is regarded 
as potentially superior to isoniazid for the treatment of 
human tuberculosis since higher blood levels can be 
maintained without causing toxic reactions. 

J. E. Page 


803. Sensitivity of Mycobacterium tuberculosis to para- 
Aminosalicylic Acid, Isoniazid, and the P.A.S. Salt of 
J. M. Dunbar and R. T. Ritcuie. Lancet [Lancet] 2, 
612-613, Sept. 28, 1957. 7 refs. 


At Queen’s College (University of St. Andrews), 
Dundee, strains of Myobacterium tuberculosis from 16 
patients known to harbour organisms resistant to iso- 
niazid were tested for sensitivity to isoniazid, PAS, 
isoniazid and PAS together, and the PAS salt of isoniazid 
(“* dipasic 

The technique of testing employed was that recom- 
mended by the Medical Research Council (Lancet, 1953, 
2, 213), the following concentrations of drugs being 
incorporated in Léwenstein-Jensen medium: isoniazid 
1 wg. and 5 yg. per ml.; PAS 2 yg. and 10 yg. per ml.; 
PAS 2 isoniazid 1 wg. per ml.; PAS 10 ug.+-isonia- 
zid 5 wg. per ml.; and dipasic 1 yg. and 5 yg. per ml. 
Because difficulty was experienced in dissolving dipasic 
in water 0-2 g. of the powder was added to 100 ml. of 
N/1,000 sodium hydroxide solution and incubated at 
37° C. until it was dissolved, the solution then being 
sterilized by Seitz filtration and the filtrate used as a 
diluent for the solid medium. The H37Rv strain of 
M. tuberculosis was used as a control and all cultures 
were incubated for 4 weeks at 37° C. 

Of the 16 strains tested, 15 were resistant and one 
partially resistant to isoniazid alone, and 11 were resis- 
tant, one partially resistant, and 4 sensitive to PAS alone. 
Only 2 strains were sensitive to dipasic, whereas 5 were 
sensitive to the combination of PAS and isoniazid as 
separate substances in the same medium. The authors 
conclude that resistance to dipasic “‘ closely mirrors that. 
to isoniazid ”’. I. M. Librach 
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804. Transmission of the Experimental Common Cold 


in Volunteers. Il. The Effect of Certain Host Factors 


upon Susceptibility 

H. F. G. G. JACKSON, and T. INouye. Journal 
of Laboratory and Clinical Medicine [J. Lab. clin. Med.} 
50, 516-525, Oct., 1957. 3 figs., 21 refs. 


In this paper from the University of Illinois, Chicago, 
the authors report observation on the development of the 
common cold in adult volunteers after intranasal instilla- 
tion of infectious secretion. The infectious material, 
obtained from patients with typical common colds, was 
filtered through sintered glass and inoculated into 
embryonated eggs, suckling and adult mice, and HeLa 
cells in tissue culture to demonstrate that it was free from 
micro-organisms normally found in the upper respiratory 
tract. The intranasal inoculations were carried out in 


‘rooms specially designed to control temperature and 


humidity of the environment, a chilling temperature of 
60° F. (15-5° C.) with an 80° relative humidity for 4 hours 
and a comfortable temperature of 80° F. (26-°6° C.) with a 
30% relative humidity being chosen. Solutions of haemo- 
globin were used for control purposes. Criteria for 
identifying the experimental cold included the develop- 
ment of characteristic symptoms, an increase in nasal 
discharge on 3 of the 6 days after challenge, and the 
subjective impressions of the volunteer. 

The development of colds was analysed in relation 
to allergy, smoking, previous tonsillectomy, and men- 
struation. There was no significant difference in the 
incidence of colds among smokers or among those with 
or without tonsils. Colds were somewhat more fre- 
quent in allergic subjects; they were seen more often in 
those whose allergic symptoms followed inhalation than 
in those whose symptoms followed injection or ingestion 
of certain substances. In a small group of females sub- 
jected to chilling, colds developed more frequently if the 
intranasal instillation was carried: out about the time of 
ovulation.. D. Geraint James 


805. Fulminating Influenza 
G. B. S. Roperts. Lancet [Lancet] 2, 944-945, Nov. 9, 
1957. 2 refs. 


In the recent epidemic of influenza most of the cases 
were mild, but the author of this paper from the Uni- 
versity of Glasgow describes the clinical and necropsy 
findings in 12 fulminating fatal cases seen between 
September and November, 1957. Mitral stenosis was 
present in 3 patients, but the remaining 9 had previously 
been healthy, 8 of them being young. The clinical 
course was very acute, the condition becoming dramatic- 
ally worse within 24 to 48 hours, with dyspnoea, cyanosis, 
and frothy, blood-stained sputum. The total duration of 
the illness was usually 2 to 3 days. .Necropsy revealed 
severe congestion of the trachea and marked capillary 
congestion and widespread consolidation in the lungs. 
There was no cellular reaction in the lung parenchyma 


and the absence of polymorphonuclear leucocytes in the 
alveolar exudate was striking. In 8 cases culture of 
material from the trachea and lungs and of pleural fluid 
gave heavy and, in most instances, pure growth of 
Staphylococcus pyogenes, but Haemophilus influenzae 
was not seen on direct examination or found on culture 
in any of these cases. Examination of material from the 
trachea and lungs for virus was carried out in all cases, 
influenza virus Type A being cultured in 3, in one of 
which the virus was of the Asian strain. . 
Winston Turner 


806. The Effect of Prior Tonsillectomy on Incidence and. 
Clinical Type of Acute Poliomyelitis 

R. S. PAFFENGARGER. American Journal of Hygiene 
[Amer. J. Hyg.] 66, 131-150, Sept., 1957. 35 refs. 


It was first suggested nearly 20 years ago that a direct 
association existed between tonsillectomy and bulbar 
poliomyelitis, and since that time a number of papers 
have been published containing evidence in support of 
this (19 are cited). In the present paper the author 
reports a further study of the association between tonsil- 
lectomy performed more than 2 months previously and 
an increased incidence of poliomyelitis, basing his obser- 
vations on statistics of an epidemic of poliomyelitis due 
to Type-1 virus in Olmsted County, Minnesota, in 1952, 
and on experience in an endemic area (Washington, D.C.) 
during a period of low incidence of infection with all three 
virus types. It was found in Minnesota that a larger pro- 
portion (31%) of the patients developing poliomyelitis 
had undergone tonsillectomy at some time in the past 
than of their familial or extrafamilial contacts (23°%) or 
of members of a control group (22%), and that this 
difference was largely confined to those cases in which 
the initial paralytic symptoms were bulbar. The findings 
in Washington were broadly similar. These findings 
were not influenced by the age of the patient at the time 
of the attack, by the chronological distribution of cases, 
or by the indications for tonsillectomy, the interval since 
operation, or the age of the patient at the time it was 
performed. In the Minnesota epidemic the attack rates 
of bulbar and bulbospinal disease among the 16,900 
residents in the area who had undergone tonsillectomy 
in the past were 77 and 89 respectively per 100,000, 
compared with rates of 8 and 14 per 100,000 among the 
32,300 with no such history. On this basis it is calcu- 
lated that tonsillectomy was responsible for an excess 
of 24 cases of paralytic disease, constituting 149% of the 
total of 169 such cases, and of 4 deaths among a total 
of 14. The author suggests that there are three possible 
explanations for these findings: (1) that tonsillectomy 
predisposes to neural spread of the poliomyelitis virus 
from a damaged pharynx; (2) that it promotes penetra- 
tion of circulating virus; and (3) that it increases the 
susceptibility of the nerve cells in the brain stem. Evi- 
dence is presented suggesting that after tonsillectomy the 
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“a preferred target site for multi- 
The mechanism, 


nucleus ambiguus is 
plication of poliomyelitis virus ”’. 
however, remains obscure. 

An examination of the statistics of an epidemic of St. 
Louis encephalitis in Texas in 1954 showed that there 
was no significant difference between the attack rate of 
this disease in tonsillectomized patients and that in sub- 
jects not subjected to the operation. 

H. Stanley Banks 


807. Residual Disability of Pharyngeal Area Resulting 
from Poliomyelitis. Clinical Management of Patients 
J. F. Bosma. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass. 165, 216-221, Sept. 21, 1957. 
4 figs., 16 refs. 


The author states that an increasing number of patients 
suffer significant residual disability in the pharyngeal 
area following an attack of the bulbar form of polio- 
myelitis. On the basis of clinical and radiological obser- 
vations on 33 children and adults suffering from this 
type of disability he presents, in this paper from the 
University of Utah, Salt Lake City, a clinically useful 
classification of impairments of the bucco-pharyngeal 
area and describes ways of recognizing them. 

Motor disabilities of the pharynx can be divided into: 
(1) deficiencies of general motion of the tongue—hyoid— 
larynx column, (2) impairment of control of delivery of 
food into the pharynx, (3) abnormal patency of the palato- 
pharyngeal isthmus, (4) obstruction at the hypopharyn- 
geal sphincter, (5) abnormal penetration of the larynx, 
(6) weakness of the constrictor musculature of the 
pharynx, and (7) compression of the pharynx by mal- 
position of the head and neck. The most commonly 
identified form of paralysis in the area of the pharynx 
following poliomyelitis is that of the constrictor muscula- 
ture, which results in significant swallowing disability. 
Understanding of the motor performance and disabilities 
in the pharynx depends on recognition of the role of the 
tongue—hyoid-—larynx column. 

It is pointed out that, in addition to the specific polio- 
myelitic weakness, motor disability of the pharynx may 
be aggravated by nutritional deficiency, stasis of secre- 
tions, intercurrent or chronic infection, fatigue, and the 
patient’s psychological response to disability. Efforts 
at motor rehabilitation should be started immediately 
after the acute phase, as soon as the co-operation of the 
patient can be ensured. A. Ackroyd 


808. Rubella and Pseudo-rubella. 
rubeola) 

F. J. A. HuyGen. Nederlands tijdschrift voor genees- 
kunde (Ned. T. Geneesk.| 101, 1744-1751, Sept. 21, 1957. 
2 figs., 18 refs. 


During 1950, 1952, and 1955 the author studied out- 
breaks of rubella or rubella-like disease occurring in 
certain villages in the Netherlands, the total population 
at risk being about 4,000. In the 1950 epidemic 100 
persons were affected, mostly small children under the 
age of 3, and in the author’s opinion the outbreak was 
one of “‘ pseudo-rubella”’. Clinically, the disease differed 
from true rubella in its shorter incubation period, greater 


(Rubeola en pseudo- 


infectivity, more severe systemic disturbance, and prefer- 
ence for very young children. The other two out- 
breaks were of typical rubella, 77 and 79 cases respec- 
tively being noted. Enlarged suboccipital lymph nodes 
were present in about 80°% of cases in all 3 outbreaks. 
However, the author does not consider this finding to be 
pathognomonic of rubella, as these nodes are often pal- 
pable in healthy children, while in some cases of rubella 
they are very difficult to feel. Conjunctivitis was less 
common in the 1950 outbreak (10°%) than in those of 
1952 (24%) and 1955 (44%). The total and differential 
leucocyte counts showed great variability and were not, 
in general, of diagnostic value. 

It is suggested that much diagnostic confusion exists 
among this group of acute exanthematous diseases, and 
that extensive studies are needed to distinguish which of 
them is responsible for foetal damage, studies in which 
the help of the general practitioner should be enlisted. 

M. Lubran 


809. Intravenous Drip Infusions of Glucose in Infective 
Hepatitis. (KanenbHbie BHYTpHBeHHbIe BIMBAHHA 
KO3bI 6onesHH Bo TKHHAa) 

O. D. Gricor’EvA. Meduyuna [Klin. 
Med. (Mosk.)] 35, 106-109, No. 8, Aug., 1957. 1 fig. 


Of a large series of patients suffering from Botkin’s 
disease (infective hepatitis), 127, mostly severe cases which 
had not responded to ordinary glucose injections, were 
treated with drip infusions of glucose (400 ml. of 25% 
glucose over 14 hours) and received no oiher treatment 
except vitamins B; (aneurin) and C; in 5 of these cases 
there was evidence of subacute atrophy of the liver. 
Another group of 447 patients were given 10 to 20 ml. 
of 40°% glucose by intravenous injection with a syringe; 
these were mostly mild cases, but included 3 fatal cases 
of subacute atrophy. 

In the first group improvement occurred in 104 cases 
after 2 or 3 infusions, and in the second group after 5 to 
10 infusions. Nausea, retching, icterus, and pruritus 
disappeared, and the average duration of the severe cases 
of the disease was 48 days, against 55 days for the milder 
cases constituting the second group. In addition to the 
clinical improvement the serum bilirubin and faecal 
stercobilin concentrations and the results of tests of 
carbohydrate metabolism (glucose tolerance) and liver 
function became normal. The venous pressure, which 
is usually lowered at the height of the disease, became 
normal in the 22 patients subjected to serial estimations. 
A comparative study of blood glucose levels showed that 
after oral administration of 50 ml. of the glucose solution 
the blood sugar content rose to a lower level than after 
slow intravenous drip-infusion of the same amount, 
returning to normal in 14 hours. One interesting 
observation was that in convalescent patients the blood 
glucose level fell to well below the normal level after 14 
hours, while in patients at the height of the disease this 
hypoglycaemic phase was not observed. 

It is concluded that in severe cases of infective hepatitis 
the slow drip administration of glucose is preferable to 
rapid intravenous injection as being likely to result in 
earlier recovery, a milder course of the disease, and the 
prevention of complications. L. Firman-Edwards 
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810. ‘* Endotuberculin ’’, an Antigen Complex Obtained 
from Living Mycobacterium tuberculosis (Koch). (‘* En- 


dotuberkulin”’, ein Antigenkomplex, gewonnen aus- 


lebendem Mycobacterium tuberculosis (Koch)) 

H. BILLAUDELLE and L. E. WARFVINGE. Zeitschrift fiir 
Immunitdtsforschung und experimentelle Therapie [Z. 
Immun.—Forsch.| 114, 344-352, Aug., 1957. 5 figs., 
21 refs. 


The authors describe the preparation at the State 
Bacteriological Laboratory, Stockholm, of ‘* endotuber- 
culin ’’, a water-soluble substance extracted from bovine 
tubercle bacilli without the addition of chemical agents. 
The substance is a lipopolysaccharide and has specific 
antigenic qualities. It is claimed that on account of its 
higher specific effect and lesser liability to cause complica- 


tion endotuberculin should replace old tuberculin. 


Franz Heimann 


811. Simultaneous Mantoux and Vollmer Patch Tests 
in 855 School Children 

V. C. WAEGELE, W. J. RoTHROCK, and R. VAN Scoyoc. 
Diseases of the Chest [Dis. Chest.] 31, 634-642, June, 
1957. 1 fig., 10 refs. 


In 1955 a comparative investigation was undertaken 
of the results of the intracutaneous tuberculin (Man- 
toux) test and the patch test (Vollmer) performed simul- 
taneously on 855 children at two schools in Los Angeles, 
California. The intracutaneous injection of 0-00025 mg. 
of P.P.D. or 12-5 tuberculin units was given into one 
forearm and the patch test carried out on the other. The 
response to the Mantoux test was read at 48 hours and 
that to the patch test at 48, 72, and 96 hours. 

Altogether 83 children gave a positive reaction to both 
tests. In 113 there was a positive reaction to the intra- 
cutaneous test but not to the patch test, and in 3 a 
positive response to the patch test but not to the Man- 
toux test. Generally, a positive reaction to the patch 
test was elicited in those cases in which the response to 
the intracutaneous test was markedly positive; when, 
however, the reaction to the latter was less marked the 
result of the patch test was usually negative. 

It is concluded that the patch test is unsatisfactory for 
detecting minor degrees of tuberculin sensitivity. 

T. M. Pollock 


812. Chemoprophylaxis of Tuberculosis. [In English] 
E. GROTH-PETERSEN. Acta tuberculosea Scandinavica 
{Acta tuberc. scand.] 33, 305-318, 1957. 39 refs. 


The incidence of new cases of tuberculosis in Green- 
land is at present about 200 per 10,000 per annum, 
and it is estimated that some 80% of the population has 
been infected with active virulent bacilli. Since it would 
take a long time before the usual prophylactic measures, 
including B.C.G. vaccination of infants, could take 
effect it was decided to adopt other means of reducing 
this morbidity, and in July, 1956, the large-scale prophy- 
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lactic administration of isoniazid to tuberculin-positive 
but apparently healthy persons was started under the 
direction of the Chief Tuberculosis Physician for Green- 
land, with the cooperation of the Danish Tuberculosis 
Index. As part of the campaign annual mass examina- 
tions of the population have been instituted, a special 
x-ray ship being used for this purpose. Persons with 
active disease thus discovered are referred to institutions, 
while all apparently healthy adults who are tuberculin- 
positive are invited to participate in the prophylactic 
programme. (Owing to technical difficulties children 
are temporarily excluded.) 

The treatment consists in taking isoniazid tablets on 
2 consecutive days each week for 2 periods of 3 months 
separated by a 3-month interval, the tablets being dis- 
pensed each week at centres established in the various 
communities in the island. In order to obtain as much 
information as possible regarding both the protective 
value and possible side-effects of the drug the quantity 
of isoniazid in the tablets is varied and not disclosed to 
those administering or taking them. At present almost 
the whole adult population is participating in the cam- 
paign, but it is not expected that any evaluation of results 
can be made before the 1957-8 examination is com- 
pleted, the present report being only a preliminary one. 

[This paper contains a good deal of useful information 
on the history of chemoprophylaxis of tuberculosis and 
experience of its elsewhere. Further reports on this 
experiment will be awaited with interest.] 

R. J. Matthews 


813. The Relative Merits of Isoniazid and Other Thera- 
peutic Agents in the Treatment of Tuberculous Meningitis 
in Children. A Five-year Follow-up 

B. Ratner, G. R. KLimMkiewicz, W. C. ELuis, H. J. 
MALong, and J. Pediatrics [Pediatrics] 20, 
676-687, Oct., 1957. 29 refs. 


The authors confirm the superiority of isoniazid over 
streptomycin in the treatment of tuberculous meningitis 
from their experience of 21 cases in children [in only 13 
of which, however, was bacteriological confirmation 
available] treated with the former drug at the Sea View 
Hospital, Staten Island, New York. Only 3 of the 
patients were given isoniazid alone from the onset of the 
disease, one of whom died. This child is stated to have 
sustained a fracture of the leg which apparently caused 
an exacerbation of meningitis. All the rest had been 
treated with streptomycin, with or without isoniazid and 
other drugs, for periods up to several months before 
coming under the authors’ care. Thereafter they received 
isoniazid alone in doses of 4 to 10 (occasionally 20) mg. 
per kg. body weight. Altogether 3 patients died, all 
among the 13 with bacteriological proof. 

[This paper is matred by a number of fallacies and un- 
substantiated statements. In particular, the high survival 
rate is attributed to the treatment with isoniazid alone, 
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whereas most of the patients had already survived for 
several months on other forms of treatment and it is 
well known that most deaths from tuberculous menin- 
gitis occur in the first few weeks, whatever the treatment.] 
John Lorber 


RESPIRATORY TUBERCULOSIS 


814. Systematized Local Pulmonary Lesions in Rela- 
tion to Primary Tuberculous Infection in Young Adults. 
(Les localisations pulmonaires systématisées en rapport 
avec la primo-infection tuberculeuse de l’adulte jeune) 
A. P. Jarniou and A. Moreau. Revue de la tuberculose 
[Rev. Tuberc. (Paris)] 21, 773-790, July—Aug., 1957. 
18 figs., bibliography. 

The authors, writing from the Hépital Militaire Percy, 
Paris, describe 35 cases of segmental or lobar lesions 
associated with primary tuberculous infection in young 
adults between 20 and 25 years of age. In 23 cases the 
middle lobe was involved, in 5 the lingula, in 4 the right 
upper lobe, in 2 the right lower lobe, and in one the left 
lower lobe. The lesions were usually atelectatic and in 
most cases bronchiectasis was present. Bronchoscopy 
was carried out on all the patients, on some several times, 
but in no case was there evidence of extrinsic or lymph- 
node compression. There was apparently radiographic 
evidence of recent or old hilar node involvement in most 
of the cases [though this is not detailed]. 

The absence of extrinsic compression is discussed. 
It is thought that during the acute stage of the primary 
complex there is partial occlusion of the bronchus 
related to the affected hilar node, a the bronchial 
stenosis is purely oedematous and inflammatory and is 
completely reversible. [This is probably true of many 
but by no means all of such cases.] In the authors’ 
view resection is indicated when symptoms of secondary 
infection persist. 

[From the illustrations accompanying the paper most 
of the cases seem to have been examples of bronchiec- 
tasis following primary lesions in childhood. No definite 
evidence is presented to suggest that the onset of the 
primary tuberculous infection was in adult life.] 

Arnold Pines 


815. A Study of Radiological Crises during Chemo- 
therapy. (Etude des poussées radiologiques au cours 
de la chimiothérapie) 
R. Cowen. Revue de la tuberculose [Rev. Tuberc. 
(Paris) 21, 791-814, July—Aug., 1957. 3 figs., 12 refs. 


During the course of chemotherapy for pulmonary 
tuberculosis extension of the disease may occur. [In 
the experience of the abstracter and others this complica- 
tion is almost always associated with the development of 
resistance, but this is not clearly stated by the author.] 
Such extension of the disease occurred in 108 out of 
4,518 patients under chemotherapeutic treatment at the 
Fondation-Sanatorium des Etudiants and the Dispen- 
saire Guy-Renard, Paris, during the period 1954-6. 
These cases (Group 1) are compared with 53 (Group 2) 
in which a solid tuberculous focus had become necrotic 


or excavated. [The author calls this ‘* the evacuation of 
caseum ”’, though in fact some of these cases of so-called 
cavitation of a solid focus are due to liquefaction of the 
contents without bronchial connexion or air replace- 
ment.] Of the 108 patients in Group 1, 34-3°%% were 
sputum-positive, compared with 13-2°%% of those in Group 
2, and the prognosis differed accordingly. Various 
aspects of pathogenesis and treatment are discussed, 
and it is concluded that “ cavitation’ of a solid focus 
is a relatively benign phenomenon. Arnold Pines 


816. Neomycin in Pulmonary Tuberculosis. (Néo- 
mycine et tuberculose pulmonaire) 

G. Dumon, —. DUMON-LEGRE, J. TARANGER, and B. 
GasriEL. Revue de la tuberculose [Rev. Tuberc. (Paris)] 
21, 815-832, July-Aug., 1957. 9 figs., 22 refs. 


Neomycin, although inhibiting the growth of tubercle 
bacilli, is very toxic in vivo in the required concentration. 
The authors have therefore tried the effect of giving neo- 
mycin as an aerosol, usually in doses of 0-33 to 0-66 g. 
dissolved in 2 to 4 ml. of saline and mixed on each 
occasion with one ampoule of hyaluronidase. During 
the past 24 years this treatment has been given to 142 
patients, usually 2 to 4 times daily, and in some cases 
{number unspecified] for several months. Quoting from 
other workers the authors state that the highest serum 
level of neomycin obtained by aerosol is 1-6 wg. per ml., 
that is, well below the minimum toxic level of 19 yg. 
per ml. No case of toxicity was, in fact, encountered in 
the series. 

Of 12 patients with. acute disease, there was radio- 
logical improvement in 10, this being considerable in 2. 
Of 29 patients with less acute disease (present less than 
2 years), there was radiological improvement in 24, this 
being considerable in 3, while of 69 with chronic lesions 
there was improvement in 25, being considerable in 3. 
Of 14 very ill patients whose disease had not responded 
to the standard drugs, there was some improvement 
in 6 and considerable improvement in one. The 
method is recommended particularly for acute lesions, 
and is also held to be useful when bacterial resistance 
is encountered. 

[Unfortunately, the authors offer practically no 
bacteriological data.] Arnold Pines 


817. Cyanacethydrazide Therapy in Pulmonary Tuber- 
culosis 

J. J. KirsHNer. Diseases of the Chest [Dis. Chest] 32, 
413-420, Oct., 1957. 6 figs., 7 refs. 


In view of the toxicity of isoniazid and the tendency for 
bacterial resistance to it to emerge, a new drug, “‘ cyan- 
acethydrazide ”’, in which an aliphatic chain replaces the 
pyridine nucleus of isoniazid, was tried at Eagleville 
Sanatorium, Philadelphia, on 150 patients suffering from 
pulmonary tuberculosis. The findings are based on 
analysis of the results in 75 patients who took the drug 
for 4 to 12 months or longer. The remaining 75, who 
discontinued the treatment within 4 months, were in- 
cluded in a subsequent study of bacterial resistance. 

The majority of the patients had far-advanced pul- 
monary tuberculosis with positive sputum in spite of 
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prolonged treatment with isoniazid. Also included in 
the trial were 20 patients who had recently been admitted 
and had not previously received isoniazid, 13 whose spu- 
tum contained isoniazid-resistant organisms, and 3 who 
were intolerant of this drug. The dosage of cyanacethy- 
drazide varied from 5 to 15 mg. per kg. body weight, the 
average daily dosage being 450 to 600 mg. In all cases 
it was combined with streptomycin or PAS, or both. 
No serious toxic. effects were observed; headache 
occurred in about 10% of the patients, usually in those 
receiving 500 to 600 mg. daily, but disappeared with 
time or a reduction in the dosage. Vertigo and paraes- 
thesiae each occurred in one patient. 

The incidence of drug resistance was studied in a total 
of 400 patients. Resistance to isoniazid occurred in 8 
patients after 3 to 12 months’ treatment with cyanacethy- 
drazide; 6 of these had had prolonged isoniazid treat- 
ment previously, but 2 had received isoniazid for a few 
weeks only before cyanacethydrazide was started. 
These last 2 cases were thus definite instances of cross- 


_ resistance, and 6 months later the organisms were sensi- 


tive to both drugs. Resistance to cyanacethydrazide was 
found in 34 patients, including 7 who were recently 
admitted. In 3 who had had prolonged isoniazid 
therapy previously resistance developed within a few 
days to a few weeks; the remainder had had cyanace- 
thydrazide for 3 to 12 months or longer. Resistance to 
streptomycin occurred in 29 chronic cases in which pro- 
longed drug treatment had been given. The author 
concludes that organisms resistant to cyanacethydrazide 
remain susceptible to isoniazid, and that isoniazid- 
resistant organisms are partially sensitive to cyanacethy- 
drazide in large doses. 

The therapeutic efficacy of cyanacethydrazide was simi- 
lar to, but less in degree than, that of isoniazid. In 28 
out of the original 75 cases the sputum became negative, 
but 11 of these were new admissions without previous 
treatment. The radiological changes were not dramatic, 
except in patients with acute or subacute disease. 

B. Golberg 


818. Benzacyl and PAS in the Treatment of Pulmonary 
Tuberculosis—a Comparative Study. [In English] 

I. STAHLE. Acta tuberculosea Scandinavica [Acta tuberc. 
scand.] 34, 83-101, 1957. 6 figs., 20 refs. 


In this comparative study of the effects of PAS and 
““benzacyl”’ (which contains the calcium salt of N- 
benzoyl-p-aminosalicylic acid); carried out at the KOl- 
mards Sanatorium, near Stockholm, 26 patients with 
pulmonary tuberculosis were given benzacyl and 24 
received PAS, in both cases concurrently with isoniazid. 
The first two drugs were given in a daily dosage of 12 g. 
(4 g. three times a day), while the dose of isoniazid was 
between 6 and 7 mg. per kg. body weight daily; the 
course of treatment lasted for 3 months. Results were 
assessed from radiological signs, measurement of spu- 
tum volume, bacteriological changes, and studies of 
bacterial resistance. Symptoms of intolerance were 
also noted, and other investigations included blood 
counts, determination of the erythrocyte sedimentation 
rate, basal metabolic rate, and prothrombin time, urine 


analysis, and thymol turbidity tests. Patients in the 
benzacyl group were first given PAS and those in the 
PAS group benzacyl for 10 days. Thus in both groups 


‘the blood concentration of free PAS could be studied 


after the administration of each drug for at least 10 days 
and the results combined. It was found to be consider- 
ably higher with PAS than with benzacyl. With both 
drugs the blood level of free PAS rose during the course 
of the day, with PAS from 0-95 mg. to 2-92 mg. per 100 
ml., and with benzacyl from 0-4 mg. to 1-31 mg. per 
100 ml. 

Tolerance of benzacyl was considerably better than 
that of PAS. None of the other investigations revealed 
any significant difference between the two groups, except 
that in 2 patients receiving benzacyl the thymol turbidity 
values increased significantly, and in another case in the 
same group Heller’s test for blood was positive and 
blood cells appeared in the urine during treatment, but 
disappeared when therapy ceased. The number of 
cases in each group was considered too small to allow 
any deductions to be drawn regarding the efficacy of 
either drug in preventing the emergence of resistant 
strains of tubercle bacilli. The author concludes that 
benzacyl and PAS give similar clinical and radiological 
results, but that benzacyl is better tolerated. 

L. Capper 


819. Outpatient P.A.S. Therapy : 
W. M. Drxon, P. STRADLING, and I. D. P. Wootton. 
Lancet [Lancet] 2, 871-872, Nov. 2, 1957. 7 refs. 


A combination of isoniazid and PAS is often prescribed 
in the long-term treatment of ambulant patients with 
tuberculosis. To prevent the emergence of drug-resistant 
strains of Mycobacterium tuberculosis large doses of PAS, 
near the limit of tolerance,-must be taken, and objective 
assessment of the out-patient’s consumption of the drug 
is therefore important. In this paper from the Hammer- 
smith Chest Clinic and Postgraduate Medical School of 
London a modified ferric chloride test for the detection 
of PAS in the urine is described. Specimens of urine 
were collected without previous notice from 151 out- 
patients (92 male and 59 female) on PAS therapy. A 
positive reaction was obtained with urine from only 76 
of the 151 patients. Of specimens of urine from 99 
patients who were working, 57 gave a positive reaction, 
whereas of specimens from 52 patients not working, only 
19 were positive. The form in which the PAS was 
given had little or no influence on the result. 

On the basis of these findings, the authors suggest that 
PAS and isoniazid should not be prescribed as a routine 
for out-patients with tuberculosis. It is now their 
practice to use a combination of streptomycin and isoni- 
azid, the nurse giving the injection of streptomycin 
ensuring that the isoniazid is taken at the same time. 

G. M. Little 


820. Exudative Tuberculous Pleurisy. With a Statistical 


Analysis of Prognostic Factors According to a New 
Method. [Monograph, in English] 

S. BERLIN. Acta tuberculosea Scandinavica [Acta tuberc. 
scand.| Suppl. 40, 1-134, 1957. 10 figs., bibliography. 
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821. Chemotherapy in Bubonic Lymphogranuloma 
Venereum. A Clinical and Serological Evaluation 

A. B. Greaves, M. R. HILLEMAN, S. R. TAGGART, 
A. B. BANKHEAD, and M. Fetp. Bulletin of the World 
Health Organization (Bull. Wld Hlth Org.] 16, 277-289, 
1957. 5 figs., 18 refs. 


The effectiveness of chemotherapy in bubonic lympho- 
granuloma venereum has been studied in 43 cases seen 
at the Polk Health Clinics, Washington, D.C., the 
drugs used being chloramphenicol, aureomycin, oxy- 
tetracycline, and sulphadiazine. These were given to 
26 patients; the remaining 17 patients received symp- 
tomatic treatment only and served as controls. The 
diagnosis was established by complement-fixation test, 
and syphilis and chancroid were excluded; in all but 
5 cases the Frei test was positive. The progress of the 
bubo, the development of other lymphopathies, and the 
titre of the complement-fixation test were used to assess 
the course of the disease. The dose of each antibiotic 
was 1 g. initially followed by 0-5 g. 4 times daily for 
14 days; the dose of sulphadiazine, 2 g. initially followed 
by 1 g. 4 times daily for 10 to 28 days. 

From the results it appeared that the clinical response 
to chemotherapy, as measured by the duration of the 
bubo after treatment was started, was not greatly 
superior to the response to symptomatic therapy alone. 
Serological evaluation, however, showed a distinct 
benefit in the drug-treated series; the antibody level 
declined much more rapidly, and by the end of a year’s 
observation almost half the patients gave a negative 
result. According to the authors this may be assumed 
to indicate a diminution in the amount of virus present 
or its elimination from the body. 

It is concluded that specific chemotherapy should be 
given as a routine in cases of lymphogranuloma venere um, 
and since there is no evidence of the superiority of 
antibiotics over sulphadiazine the latter should be the 
drug of choice. 

[This is a valuable study of the chemotherapy of 
bubonic lymphogranuloma venereum with an adequate 
control group, though the variable clinical course of the 
disease makes assessment difficult.] Robert Lees 


822. Novobiocin, Spiramycin, and Aminitrozole in the 
Treatment of Non-gonococcal Urethritis 

R. R. Wittcox. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.| 33, 180-181, Sept., 1957. 


From St. Mary’s Hospital, London, the author 
reports the results of treatment of non-gonococcal 
urethritis with spiramycin, novobiocin, and ‘* amini- 
trozole ’’ (2-acetylamino-5-nitrothiazole), the last-named 
having been used successfully for some years to prevent 
enterohepatitis (blackhead disease) of turkeys, a con- 
dition caused by a flagellated protozoon. None of the 
176 patients had received previous treatment. Of 87 


given spiramycin, 77 were followed up; there were 16 
failures in this group within 2 to 3 months. Of 40 
patients treated with novobiocin, 36 were followed up; 
failures in this group numbered 20. Finally, aminitrozole 
was given to 49 patients, 45 of whom were followed up, 
and the number of failures was 22. [The dosages of the 
drugs are not stated.] A comparison of these results 
with those obtained with other antibiotics, with sulphona- 
mides, and with a placebo showed that the tetracyclines 
were the most effective, although the results with spira- 
mycin were nearly as good. Poor results comparable 
with those achieved with a placebo were observed in 
patients given novobiocin or aminitrozole. 
R. S. Morton 


SYPHILIS 


823. The Use of Passive Haemagglutination in the 
Diagnosis of Syphilis. (Aportaciones al empleo de la 
hemaglutinacion pasiva en el diagndéstico de la sifilis) 

J. GALLEGO CAPILLA. Revista de sanidad e higiene 
publica (Rev. Sanid. Hig. publ. (Madr.)| 31, 249-264, 
June—July—Aug., 1957. Bibliography. 


The sensitization of erythrocytes with antigens, anti- 
genic fractions, and haptenes is being used more and 
more frequently for the investigation of specific anti- 
bodies. Sensitized erythrocytes agglutinate when placed 
in contact with specific antibodies, this phenomenon being 
the reaction of passive haemagglutination. In his work 
at the Provincial Institute of Hygiene, Granada, the 
author has applied this reaction to the diagnosis of 
syphilis, using Meinicke (M.K.R. ID, Sachs Witebsky 
(S.W. ID, cardiolipin (V.D.R.L.), and Reiter treponeme 
antigens. The technique followed was a modification of 
that of Escobar (Laboritorio, 1954, 17, 115), who used 
Kahn antigen; full details of the author’s method 
are given. Good results were obtained when M.K.R. II 
and S.W. II antigens were used. However, all attempts 
with cardiolipin antigen and with Reiter antigens from 
whole and disrupted treponemes failed owing to the 
development of haemolysis during sensitization. The 
literature is extensively reviewed. Eric Dunlop 


824. Rapid Plasma Reagin Test for Syphilis 

J. PortNoy, W. Garson, and C. A. SmitH. Public Health 
Reports (Publ. Rep. (Wash.)| 72, 761-766, Sept., 
1957. 12 refs. 


A review of the literature on the use of plasma in 
serological tests for syphilis shows that Burdon, in 
1930, first observed that plasma gave more sensitive 
results in the Kahn and Kline tests than did serum. This 
was confirmed subsequently by other workers, who noted 
that reliable results were obtained with unheated plasma 
suspended in choline chloride. The present authors 
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describe a rapid plasma reagin (R.P.R.) test in which 
they use V.D.R.L. antigen emulsion resuspended in 
10°%% choline chloride in normal saline. One drop of the 
antigen is mixed with three drops of plasma, obtained 
by centrifuging blood collected with any anticoagulant. 
The mixture is then rotated on a concave slide and 
clumping is observed microscopically over a period of 
4 minutes. 


A comparison of the results obtained with this test and 


the results of the standard V.D.R.L. slide test (a total of 
1,609 tests were performed) showed that the R.P.R. was 
consistently more reactive than the V.D.R.L. In no 
instance was there a negative response with the R.P.R. 
test and a positive reaction with the V.D.R.L. It is sug- 
gested that the greater reactivity noted was due to a 
higher reagin content in plasma, together with an en- 
hancing effect due to choline. Discrepancies between 
the results of the two tests were encountered only in old 
cases of treated syphilis. Not only does the new test 
cost very little more than the V.D.R.L. test to perform, 
but there is a great saving in time and personnel. Ina 


series of 47,579 screening tests the R.P.R. method was 


used with apparently satisfactory results. 
Allene Scott 


825. Use of Concentrated Solution of Lecithin in Kahn 
Antigen 

E. B. McDermott, F. T. NAKAMURA, M. R. DOCKRILL, 
and R. L. KAHN. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 33, 182-188, Sept., 1957. 1 fig., 
5 refs. 


Writing from the University of Michigan Medical 
School, Ann Arbor, the authors point out that during 
the standardization of Kahn antigen a lipid extract is 
occasionally encountered which, on being mixed with 
salt solution, results in an antigen suspension containing 
non-dispersible lipid aggregates, and that this precludes 
its use in serum tests for syphilis, since the particles may 
be confused with the floccules of a syphilitic reaction. 

Such lipid extracts can be corrected by the addition of 
small amounts of concentrated lecithin, so that on being 
mixed with salt solution the resulting suspensions will 
contain dispersible aggregates. Such suspensions permit 
a correct antigen titre to be obtained, giving positive 
flocculation results of standard sensitivity and negative 
results of the correct opalescence. It is believed that an 
excess of cardiolipin (or cardiolipin-like substance) in 
relation to the lecithin content may be responsible for 
these aggregates. Non-dispersible aggregates were ob- 
tained by the addition of cardiolipin to Kahn antigen 
and these were made dispersible by adding more lecithin. 

R. R. Willcox 


826. Kinetics of the Treponema Immobilization Reaction 
under Improved Conditions 

O. B. PoRTELLA and W. R. THompson. British Journal of 
Venereal Diseases [Brit. J. vener. Dis.] 33, 189-195, 
Sept., 1957. 4 figs., 35 refs. 


In performing the treponemal immobilization (T.P.1.) 
test there is a danger that other reactions, such as the 
destruction of complement, may lead to a false negative 
result. Terminal tests for residual complement in the 


reaction mixtures should therefore be made so that this 
event can be detected. Other unwanted reactions, such 
as clotting of test mixtures, may likewise interfere with 
the attainment of a decisive result. In view of such 
difficulties wide variations in the constitution of reaction 
mixtures and in the conditions of maintenance have been 
introduced by various workers. 

The objects of the present investigation, carried out at 
the laboratories of the New York State Department of 
Health, Albany, were to remove some of the causes of 
these disturbances and to study the kinetics of the 
reaction under improved conditions, that is, conditions 
aimed at lowering the thromboplastic and anti-comple- 
/mentary activity of the treponemal suspensions. This 
was achieved by extraction from testicular tissue at a lower 
temperature, separation from most of the tissue juice, 
and resuspension in a modified Nelson’s medium. By 
this means the survival of 90°% of treponemes or more 
for at least 48 hours in the controls was attained. The 
sensitivity of the medium varies proportionately with the 
concentration of complement and the square of the reac- 
tiontime. ‘‘ This permits advantageous use of protracted 
reactions with highly diluted sera that would otherwise 
be too toxic for treponemes or too anti-complemeniary, 
since doubling or tripling the reaction time respectively 
makes the system four or nine times as sensitive. Two 
relative titre estimates on the same serum with reaction 
times respectively about 12 and 24 hours differ by 
more than 15% only for about half of the time.” 

R. R. Willcox 


827. Results of Oral Penicillin Therapy in Congenital 
Syphilis. (Ergebnisse der oralen Penicillin-Behandlung 
bei Lues connata) 

H. Camtoup and R. WELLER. Monatsschrift fiir 
Kinderheilkunde [Mschr. Kinderheilk.| 105, 321-323, 
Sept., 1957. 1 fig., 20 refs. 


The authors describe, from the University Paediatric 
Clinic, Munich, the results of treatment of congenital 
syphilis in newborn infants with 100,000 units of oral 
benzylpenicillin in saline per kg. body weight daily, 
divided into 6 or 8 doses per day over a period of 14 days. 
Usually only one course was given, but in severe cases 
admitted to hospital more than 4 weeks after birth a 
‘second course lasting 10 to 14 days was given 2 or 3 
weeks later. The only untoward effect noted was 
** deterioration of faeces” in 14% of cases, but one 
child died of severe “‘ dyspepsia”. In 2 cases the 
motions improved when parenteral administration of 
penicillin was substituted for oral. About one-third of 
the cases showed a Herxheimer reaction in the form 
of pyrexial spikes up to 38-5° to 40° C. which lasted 12 to 
24 hours, and 2 cases which were initially seronegative 
became transitorily seropositive on the 16th and 18th 
days respectively. 

Of 95 infants with definite radiological or serological 
signs of syphilis, 2 died on the day following admission, 
another after 6 weeks’ tetany, and the infant with 
severe dyspepsia on the 11th day of treatment; in a fifth 
fatal case death was due to intercurrent infection after 
removal from hospital against medical advice. In two- 
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thirds of the cases there was hepato- and splenomegaly, 
in 40% anaemia, 30°%% showed skin lesions, and bone 
changes were present in 43 of the 95 children, mostly in 
those with clinical and serological findings indicating 
severe infection. The authors point out that bony 
changes in seronegative children are not reliable criteria of 
active infection, since they may represent a healing stage 
as the result of transplacental transmission of penicillin 
from the mother treated during the last two trimesters 
of pregnancy. Under treatment the skin lesions dis- 
appeared in 6 to 8 days, anaemia (treated by blood 
transfusion in severe cases) in 2 to 3 weeks, and in 20 
of the children with bone lesions these were no longer 
present on re-examination after one year. Conversion 
of the serological finding in babies treated within 3 weeks 
of birth occurred within 60 days; when treatment was 
begun later conversion did not occur before 3 to 4 
months. 

At follow-up examination, after periods ranging from 
5 years in 30 cases to less than one year in 16 cases, no 
abnormal signs were detected except “saddle nose” 
in several cases and some degree of frontal bossing; one 
child suffered from microcephaly and mental retardation, 
but this was possibly due to birth trauma. 

F. Hillman 


828. Present Pattern of Early Syphilis in the Manchester 
Region 

S. M. Lairp. British Journal of Venereal Diseases [Brit. 
J. vener. Dis.] 33, 172-175, Sept., 1957. 1 fig., 1 ref. 


The recent reduction in the incidence of early acquired 
syphilis has been accompanied by a change in the epi- 
demiological pattern; formerly endemic, early syphilis 
occurs sporadically or in localized epidemics. This 
change has been studied in the area of the Manchester 
Regional! Hospital Board. The population of this area 
is about one-tenth of that of England and Wales, and is 
served by 22 clinics for venereal disease. Since 1953 the 
fall in the incidence of early syphilis within this region 
has exceeded that in the country as a whole. During 
1955 and 1956 some of the sporadic cases of early syphilis 
gave rise to minor epidemics, and the chain of infection 
in these, as revealed by standard methods of contact 
tracing, is shown diagrammatically. In 1956 the majority 
of the cases were seen at clinics in the periphery of the 
area and not in the densely populated city and port of 
Manchester. 

The author concludes that this changing pattern of 
infection calls for a reconsideration of the traditional 
view that syphilis is predominantly a disease of the major 
cities and seaports. R. S. Morton 


829. Experiences in Penicillin Treatment of Endemic 
Syphilis in Serbia. [In English] 

S. Dermatologica [Dermatologica 115, 
287-293, Sept., 1957. 5 figs. 


After the war of 1939-45 a systematic campaign for 
the control of endemic syphilis was undertaken in 
Serbia, previous attempts at such control having been 
only partially successful. Two treatment regimens were 
employed: (1) procaine penicillin in oil with 2% 


aluminium monostearate (P.A.M.) and (2) penicillin 
with bismuth. Serological tests were carried out in 
established laboratories to ensure reliable standards of 
work; this was an important factor because a high 
proportion (80%) of the patients whose blood was tested 
had latent infections. 

The results obtained with penicillin and bismuth were 
not significantly different from those obtained with 
P.A.M. alone, but, as the author points out, the dose of 
bismuth was too small to exert a curative effect or to 
inhibit the action of penicillin. The results achieved 
with 6 mega units of penicillin were better than those 
obtained with doses of 3-6 or 4-2 mega units. The 
author comments on the surprisingly high percentage of 
seronegative results after treatment; 18 months -after 
the start of penicillin therapy the percentages of seronega- 
tive results in two districts where the disease had recently 
been endemic were 63 and 71 respectively; in 3 other 
districts where syphilis had been present for a long time 
the percentages were 38, 38, and 60 respectively. In 
control tests carried out after more than 42 months the 
figures were either unchanged or better. 

Robert Lees 


830. Sudomotor Reaction in N 

G. W. Csonxa. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.] 33, 168-171, Sept., 1957. 3 figs., 
12 refs. 


From St. Mary’s Hospital, London, a study is reported 
of the sudomotor response to generalized body heating 
in 24 patients with neurosyphilis and in a group of 5 con- 
trol subjects. 

Each patient was given 10 grains (0-65 g.) of aspirin and 
placed in a heat cradle at a temperature of 120° F. 
(48-8° C.). “* Quinizorin”’ powder was applied to the 
whole body, and its changing colour indicated the areas 
where sweating occurred. Of the 24 patients with 
neurosyphilis, 20 showed marked sweating deficiencies, 
indicating that involvement of the sympathetic nervous 
system is not uncommon in this condition. The sweating 
defect was symmetrical in 15 patients and asymmetrical in 
5. The latter group included 2 patients with Charcot 
joints, and in both there was more marked sweating 
deficiency over the area which included the affected 
joints than over the corresponding area on the other side. 
In 10 out of 14 patients with marked lightning pains the 
sweating response was diminished or absent over areas 
which included the painful limbs. 

There was no clear-cut correlation between sensory 
loss and sympathetic dysfunction, and the author con- 
cludes that further experience is necessary to establish 
the relationship, if any, between defect of the autonomic 
nervous system and those neurosyphilitic manifestations 
which are at present suspected of being connected with 
such defect. Leslie Watt 


831. Problems of the Test of Cure of Syphilis. (Zur 
Problematik unserer Kriterien der Syphilisheilung) 

E. LANGER and H. KriGer. Zeitschrift fiir Haut- und 
Geschlechtskrankheiten {[Z. Haut- u. Geschl.-Kr.] 23, 
310-315, Dec. 1, 1957. 18 refs. 
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Tropical Medicine 


832. Protein Metabolism in Chronic Severe Malnutri- 


tion (Kwashiokor). Absorption and Retention of Nitrogen. 


from a Typical Poor Mexican Diet 

F. Gémez, R. RamMos-GALVAN. J. Cravioto, S. FRENK, 
C. DE LA PENA, M. E. Moreno, and M.E. Vita. British 
Journal of Nutrition (Brit. J. Nutr.] 11, 229-233, 1957. 
2 figs., 16 refs. 


In this paper from the Infants Hospital, Mexico City, a 
study is described of nitrogen absorption and retention 
in 8 boys aged between 1 and 5 years who were given a 
diet of maize, beans, and olive oil. All the children had 
signs of protein malnutrition and their average weight 
was 40°% of the standard for their age. The metabolic 
studies were conducted over 4-day periods. Nitrogen 
absorption varied between 0-1 g. and 4-02 g. per 4-day 


period; when calculated in relation to the total intake 


nitrogen absorption varied between 4-894 and 57-6%. 
Nitrogen retention also varied, 4 boys showing a positive 
and 4 a negative nitrogen balance; moreover, it was 
impossible to correlate the nitrogen retention and the 
total calorie intake. The authors state that this variation 
in nitrogen retention may help to explain why some 
children on a poor dietary intake show signs of malnutri- 
tion, while others on a similar diet remain comparatively 
healthy. Charles Rolland 


833 (a). Experiments with Antimalarial Drugs in Man. 
Il. A Description of Methods 

D. G. Davey and G. I. RoBertson. Transactions of the 
Royal Society of Tropical Medicine and Hygiene [Trans. 
roy. Soc. Trop. Med. Hyg.| 51, 450-456, Sept., 1957. 
11 refs. 
833 (6). Experiments with Antimalarial Drugs in Man. 
Ill. Experiments with Compound 5943 

G. I. Ropertson. Transactions of the Royal Society of 
Tropical Medicine and Hygiene [Trans. roy. Soc. Trop. 
Med. Hyg.) 51, 457-462, Sept., 1957. 7 refs. 

833 (c). Experiments with Antimalarial Drugs in Man. 
IV. An Experiment to Investigate the Prophylactic Value 
of Proguanil against a Strain of Plasmodium falciparum 
Known to be Resistant to Therapeutic Treatment 

D. G. Davey and G. I. Ropertson. Transactions of the 
Royal Society of Tropical Medicine and Hygiene [Trans. 
roy. Soc. Trop. Med. Hyg.| 51, 463-466, Sept., 1957. 
14 refs. 


The investigations described in these three papers 
were carried out at Nairobi, Kenya, with infected 
laboratory-bred mosquitoes (Anopheles gambiae) which 
were allowed to feed on European and non-immune 
African volunteer subjects. In the first paper the 
methods and the various strains of mosquitoes employed 
are described. [For these details the original paper 
should be consulted.] 

The second paper reports the results of a trial of a 
synthetic drug, ‘““Compound 5943”, which is similar 


to proguanil but possesses 2 atoms of chlorine instead 
of one;. the formula is given. Earlier work had shown 
that it was more active than proguanil against malaria. 
due to Plasmodium gallinaceum in chickens and against 
human malaria, but that it was not likely to be more 
useful for the active treatment of patients. In the present 
work its causal prophylactic action in human malaria 
was particularly studied, 6 volunteers being exposed to 
infected mosquitoes daily for 28 days; each received 
20 mg. of Compound 5943 by mouth on the first day of 
infection and once weekly thereafter for 5 doses, the last 
dose being on the 29th day. All 6 men were completely 
protected. Ina similar experiment in which the dose was 
reduced to 10 mg. one out of the 6 subjects developed 
parasitaemia on the 21st day. Many further experiments 
were then carried out, including exposure of the subjects 
to the infected mosquitoes on only one occasion and 
giving a single dose of the drug at an appropriate interval 
before or after this exposure. These showed that doses 
of 25 or 50 mg. of Compound 5943 usually protected the 
subjects if given not more than 144 hours before exposure, 
while 15 mg. given at the time of exposure protected all 
of 10 men and 5 mg. protected 2 out of 3 men. At 120 
hours after infection the parasite was particularly sensi- 
tive to the drug and then a single dose as low as 1 mg. 
protected 3 men out of 3. It is concluded that in prac- 
tice a dose of 15 mg. once weekly would protect com- 
pletely against infection with P. falciparum. In a study 
of the treatment of established infections 49 patients were 
given 30 mg. of Compound 5943. Parasites and fever 
disappeared in 2 to 4 days, although there was often a 
recrudescence of parasites after 2 to 3 weeks. In a 
series of toxicity tests 6 men were given 50 mg. of the 
drug once weekly for 9 weeks and then 50 mg. twice 
weekly for 5 more weeks; no significant toxic effects 
were observed. Likewise in 5 patients with discoid lupus 
erythematosus who were given 20 mg. of the-drug daily 
on 5 days a week for 3 months no toxic effects were 
noted. A Malayan strain of P. falciparum which was 
resistant to proguanil was found to be resistant to 
Compound 5943 also. Compound 5943, like proguanil, 


prevents the development of the oocyst in the stomach ~ 


of the mosquito. 

The last paper describes a study of the effect of pro- 
guanil on a resistant strain of P. falciparum sent to 
Nairobi from Malaya, where it had been shown to resist 
a course of 400 mg. of proguanil daily for 6 days in the 
Chinese patient from whom it was taken. In Nairobi 
10 volunteer subjects were exposed daily for 28 days to 
mosquitoes heavily infected with this strain and were 
given 100 mg. of proguanil daily, beginning on the first 
day of exposure and continuing for 14 days after the last 
dose of the parasites. Six of the 10 subjects were 
protected completely, 3 developed malaria on the 17th, 
28th, and 30th days respectively, and the 10th man 
developed parasitaemia on the 45th day, that is 3 days 
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after the proguanil was withdrawn. The authors con- 
sider that proguanil will continue to give adequate 
protection against malaria in the field, except perhaps in 
areas where the strains have become highly resistant and 
the transmission rate is very high. F. Hawking 


834. Treatment of Chronic Amebiasis with Oxytetra- 
cycline and Tetracycline 

F. Ruiz SANCHEZ, A. Ruiz SANCHEZ, J. Luis CHAM, and 
E. NARANJO GRANDA. Antibiotic Medicine and Clinical 
Therapy (Antibiot. Med.] 4, 460-464, Aug., 1957. 1 fig., 
16 refs. 


At the Hospicio Cabafias, Guadalajara, Mexico, 
oxytetracycline and tetracycline were tried in the treat- 
ment of amoebiasis. Of a total of 130 patients aged 5 
to 55 years, 65 received tetracycline and 65 oxytetracycline 
in a dosage of 15 to 30 mg. per kg. body weight daily, 
treatment being continued for 8 days. In all cases cysts 
of Entamoeba histolytica were found in the stools before 
treatment started. During administration of the drugs 
stools were examined daily, the Faust-D’Antoni zinc 
sulphate flotation technique being used. By the fourth 
day of treatment cysts had disappeared from the stools of 
54 of the patients given oxytetracycline, but from only 
22 of those given tetracycline; by the sixth day, however, 
stools from all patients in both groups were free from 
cysts. 

The slightly quicker effect of oxytetracycline is attributed 
to the fact that it is less well absorbed from the gastro- 
intestinal tract than tetracycline, giving a higher concen- 
tration in the intestine. After one month cysts were 
again found in the stools of rather more than one-quarter 
of the patients in both groups. [These results reaffirm 
previous findings that the tetracyclines alone are not 
strongly amoebicidal.] Clement C. Chesterman 


835. Thiosemicarbazone in the Treatment of the Reac- 
tional and Borderline Forms of Leprosy 

H. W. Wueate. Leprosy Review [Leprosy Rev.] 28, 
124=129, July, 1957. 6 refs. 


The author, writing from Makete Leprosarium, Tan- 
ganyika, considers that there is, particularly in East 
Africa, a minority of patients with leprosy in whom sul- 
phone may produce dangerous reactions. Some of these 
patients can be recognized before sulphone therapy has 
begun from the type of lesion. (1) Those with lesions 
of a “ major” tuberculoid type, but in which there is a 
flat hypo-pigmented zone extending beyond the most 
raised portion of the patch, and involving the palms of 
the hands, soles of the feet, and the mucosa of the 
lip, nostril, or conjunctiva; in some cases of this type the 
ulnar and peroneal nerves are enlarged and tender and 
there may be early paralysis of the small muscles of the 
hand. (2) “* Reactional ’’ and borderline cases in which 
there are grossly raised, succulent, plaque-like lesions 
tender to the touch and often symmetrical; the appear- 
ances in the ears are deceptively like leproma. In both 
these groups skin smears are positive (often 4 plus) and 
the lepromin reaction is usually positive. Many of the 
borderline cases respond well to administration of sul- 
phone, but the author considers that all such cases should 
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be admitted to a leprosarium not only to avoid the danger 
of crippling deformities, but also to prevent them spread- 
ing infection. 

The remainder of these patients can be recognized 
only after sulphone therapy has been started. They 
fall into three groups. (1) Cases which “ blow up” 
with a tuberculoid reaction and acute neuritis after a 
few weeks’ treatment. (2) Cases of indeterminate type, 
with pale, flat macules accompanied by changes in sensa- 
tion, which change to the major tuberculoid type during 
sulphone treatment. (3) A small group of clinically 
lepromatous cases which develop an unusual lepra 
reaction early in treatment, with oedema and later 
desquamation of the infiltrated skin and acute neuritis 
and paralysis. 

The author describes 6 cases belonging to the last 
group. These were treated with thiosemicarbazone in a 
dosage of 50 mg. daily on 6 days a week for 2 weeks, 
then 100 mg. daily for 2 weeks, and finally 150 mg. 
daily. With this regimen no toxic manifestations 
occurred. When the reaction has subsided (after 6 to 
12 months) treatment may be changed to sulphone. 
The treatment of incipient palsies is very important, 
and may involve surgical removal of the nerve sheath, 
while simple massage and exercises to keep the fingers 
mobile are essential. F. Hawking 


836. Natural History of Onchocerciasis 
F. H. Buppen. British Journal of Ophthalmology [Brit. 
J. Ophthal.) 41, 214-227, April, 1957. 16 refs. 


Observations on the progress of the vcular lesions of 
onchocerciasis, carried out on the population of a village 
in Northern Nigeria, one of the most heavily infected in 
the region, are reported. In September, 1952, 89 adults 
and 28 children were examined, but as a complete ocular 
examination of the latter was often impossible they were 
excluded from the series. In September, 1953, 21 and 
in May, 1956, 60 of the adults originally seen were 
re-examined. The findings have suggested a classifica- 
tion of cases into 3 stages. 

(1) Light infection regionally localized. Skin changes 
and microfilarial concentrations are limited to a sector 
near a nodule. Mild conjunctival irritation and photo- 
phobia are present, with fluffy opacities around dead 
microfilariae in the subepithelial layers of the cornea. 

(11) Generalized infection. There are more nodules 
and, though denser in the legs, microfilariae are present 
in the head and eyes and may be found in the anterior 
chamber and in the conjunctiva. The eyes show great 
numbers of corneal patches becoming confluent, starting 
at the limbus at 4 and 8 o’clock and gradually spreading 
to the pupillary area. Internally, anterior and posterior 
uveitis and sclerosis are found. 

(II) Regression. Microfilariae are becoming much 
fewer and all ocular signs are atrophic. Glaucoma may 
have developed. 

Visual deterioration occurred in Stage II and was 
most frequent in the age group 30 to 39 years. Ina 
few cases, however, spontaneous improvement was seen. 

J. E. M. Ayoub 
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837. Long-term Control of Severe Bronchial Asthma 
with Oral Cortisone. Second Report 

W. BrRocKBANK, R. S. SavipGe, and H. BREBNER. 
Lancet [Lancet] 2, 666-670, Oct. 5, 1957. 9 refs. 


Further to the previous report by the two first-named 
authors (Lancet, 1954, 2, 889 and 893; Abstr. Wid Med., 
1955, 17, 197) of the long-term treatment of bronchial 
asthma with cortisone by mouth, the progress of the 
original series and of a number of additional cases is 
here recorded. So far 13 male and 16 female patients 
have been treated at the Royal Infirmary, Manchester, 
for periods varying from 9 months to 44 years, during 
which the average daily dose of cortisone has been 72 
mg. (range 37:5 to 150 mg.). The authors note that 
when the results are compared with those recorded in the 
previous paper they show a definite deterioration. 
Nevertheless, 9 patients, or approximately one-third of 
the total, are considered to show considerable improve- 
ment, while 3 have improved objectively to a moderate 
extent; 10 have shown no improvement and 7 have died. 
Since all the patients were seriously incapacitated at the 
onset of treatment, the authors consider that there is a 
place for the long-term use of cortisone when the usual 
measures of treatment have failed. In all 7 fatal cases 
the patient died suddenly, but not always in asthmatic 
spasm. In the 2 cases.in which necropsy was‘ per- 
formed, however, the usual lung changes with mucous 
plugging were found. In both these cases there was some 
atrophy of the adrenal cortex, and it is considered possible 
that suppression of adrenal function may have con- 
tributed to death. 

The difficulty sometimes experienced in withdrawing 
cortisone in cases of chronic asthma is discussed. The 
authors prefer to give a short-term course of treatment, 
repeated from time to time if necessary, in cases in which 
there is a history of clear periods between attacks. For 
this purpose 300 mg. of cortisone acetate is given in 
the first 24 hours, the daily total being gradually reduced 
to 25 mg. by the twelfth day. Short courses of this type 
can safely be given at home. Brief illustrative case 
histories are presented. One of the authors’ patients 
continued to take 50 mg. of cortisone throughout her 
pregnancy with no apparent harmful effect on herself 
or her baby, although it has been widely held that corti- 
sone is contraindicated in pregnancy. 

R. S. Bruce Pearson 


838. The Biochemistry of the Blood in Bronchial Asthma 

L. W. SmirH and H. E. Worne. Antibiotic Medicine 
and Clinical Therapy [Antibiot. Med.] 4, 515-523, Sept., 
1957. 40 refs. 


Working at the National Foundation for Metabolic 
Research, Erlton, New Jersey, the authors have made an 
extensive study of the blood chemistry of 32 children 


- with bronchial asthma and of 14 of their non-asthmatic 


siblings as controls. Their purpose was “‘ to determine, 


_if possible, a definite pattern of variance of blood meta- 


bolites in the asthmatic state and whether replacement 
therapy would result in clinical improvement”. Estima- 
tions were made in the fasting state of the circulating 
venous blood levels of vitamins A, B; (aneurin), B2 
(riboflavin), C (ascorbic acid), E (a-tocopherol), calcium, 
phosphorus, sodium, potassium, manganese, zinc, 
cholesterol, phospholipids, and the dienoic, trienoic, 
tetraenoic, pentaenoic, and hexaenoic fatty acids. 
Statistically significant reductions were found in the 
circulating blood levels of vitamins A, B2, C, and E, 
manganese, zinc, and the dienoic, tetraenoic, pentaenoic, 
and hexaenoic fatty acids in the asthmatic subjects, while 
that of potassium was significantly increased. 

To combat these deficiencies all the patients with 
asthma were given 2 ml. 4 times a day of a mixture con- 
taining, in each dose: vitamin A, 500 U.S.P. units; 
vitamin B;, 1 mg.; vitamin Bo, 2 mg.; vitamin Bg 
(pyridoxine), 1 mg.; calcium pantothenate, 5 mg.; 
nicotinamide, 15 mg.; vitamin B,;2 (cyanocobalamin), 
1 pg.; vitamin C, 150 mg.; vitamin D (calciferol), 200 
U.S.P. units; vitamin E, 2 mg.; and polyunsaturated 
fatty acids, 1,000 mg., the lipid materials being made dis- 
persible in water by means of edible emulsifying agents. 
They were also given frequent feeds of high-protein, low- 
carbohydrate diet. After 30 days the various blood 
levels had returned to normal in 75°%% of the treated 
cases and these patients were said to be symptom-free 
and to show no exacerbation on contact with known 
allergens. The remaining 25°% were symptom-free 
within 60 days. Eczema, which was present in 23 cases, 
also cleared and the patients showed enhanced emotional 
stability. Similar responses were not, however, obtained 


- in adult asthmatic patients. 


[The biochemical findings reported in this paper are 
of considerable interest. The possibility of some under- 
lying physiological disturbance which might account for 
the abnormalities recorded should be considered. To 
accept the effects observed as due to treatment with the 
preparation recommended would be sanguine, however, 
until a controlled trial has shown that improvement did 
not occur as the result of associated circumstances such 
as hospitalization.] R. S. Bruce Pearson 


839. Mechanisms of Immunologic Tissue Injury. [A 
Review] 

R. S. Weiser. Journal of Allergy Allergy] 28, 475— 
488, Nov., 1957. Bibliography. 


840. The Effect of w-Methoxypoly-(ethyleneoxy)- 
ethyl-p-butylaminobenzoate (‘‘ Tessalon ’’) on Ventilation 
and Lung Volumes_. 

A. L. MICHELSON and I. W. ScHiLLer. Journal of Aliergy 
[J. Allergy] 28, 514-518, Nov., 1957. 5 refs. 
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841. The Esophageal Sphincters in Achalasia of the Car- 
dia (Cardiospasm) 

B. CREAMER, A. M. OLSEN, and C. F. Cope. Gastro- 
enterology [Gastroenterology] 33, 293-301, Aug., 1957. 
4 figs., 14 refs. 


Pressures during resting and deglutition have been 
measured at the gastroesophageal and pharyngoesopha- 
geal junctions in 13 cases of achalasia of the cardia. At 
rest, a band of high pressure was noted between the 
esophagus and the stomach that was of the same ana- 
tomic and pressure dimensions as that found in health. 
During the act of swallowing, the decrease in pressure 
in this region that occurs in health was nearly always 
absent or, if present, was of lesser amplitude and duration 
than in health, whereas the increase of pressure in the 
sphincteric zone, which is the final component of the 
deglutitive reflex, occurred earlier than in health. These 
findings demonstrate that the resting tone of the gastro- 
esophageal sphincter is not increased in achalasia and is 
of normal proportion but that this sphincter fails to 
relax during deglutition. In contrast, the action of the 
sphincter at the pharyngoesophageal junction in achalasia 
is normal.—[Authors’ summary.] 


842. The Clinical Picture of Carcinoma of the Ampulla 
of Vater and of the Head of the Pancreas. (K KnuHuKe 
paka datTepoBpa cocouKa 

G.1. Rcmmapze. Tepaneemuyecxuti Apxue [Ter. Arh.] 
29, 65-73. No.9, Sept., 1957. 8 refs. 


The relative incidence of primary carcinoma of the 
pancreas has been variously estimated to be 0-61 to 6-99% 
of all cases of cancer. Ina series of some 2,500 necropsies 
which included 595 cases of malignant disease of all types 
carcinoma of the pancreas was found in 30 cases, 
constituting 5-04°% of all the cases of cancer, and 1-16°% 
of all necropsies performed. Of the 30 cases 16 affected 
the head of the pancreas, and 11 were in women, 
which is in marked contrast to the findings of other 
workers, who have found the incidence in men to be 
twice that in women. 

Carcinoma of the ampulla of Vater is rarer, the inci- 
dence being one-half to one-third of that of carcinoma 
of the pancreas; but the much better prognosis following 
early diagnosis and operation makes it desirable to estab- 
lish the differential diagnosis as early as possible. The 
chief points distinguishing cancer of the ampulla from 
cancer of the pancreas are the following. (1) The onset 
is acute, with colic and fever; (2) the disease runs a 
fluctuating course, with remissions; (3) the duration is 
longer (1 to 2 years); (4) general weakness, loss of appe- 
tite, and loss of weight are not marked in the early stages; 
(5) the pain is located mainly in the right subcostal region, 
is acute, and is usually transmitted to the right scapula; 


(6) the occurrence of thromboses is not characteristic; 


Gastroenterology 


(7) fever and sweating are common after attacks; (8) 


‘jaundice is always present after attacks; (9) ether- 


soluble bilirubin is absent from the blood; (10) vomiting 
is not an early symptom. L. Firman-Edwards 


STOMACH AND DUODENUM 


843. Blood Groups and Susceptibility to Disease: a 
Review 

J. A. Fraser Roperts. British Journal of Preventive 
and Social Medicine [Brit. J. prev. soc. Med.] 11, 107-125, 
July, 1957. 42 refs. 


Only in the present decade has it been accepted that 
persons belonging to different blood groups vary in their 
susceptibility to certain diseases. In this paper from the 
Institute of Child Health, London, the author collates 
the results of the investigations from which this important 
conclusion has been drawn and substantiated. In a 
preliminary historical review he shows how on three 
occasions during the past 30 years statistical evidence of 
a relationship between the ABO blood groups and 
certain diseases actually appeared in print, but either was 
not recognized as such or attracted no attention. Being 
based on relatively small numbers, even the results of 
individual inquiries recently published have apparently 
not been entirely consistent, but it is demonstrated that 
the material presented in these various series is really 
not more heterogeneous than would be expected from 
chance. It is therefore statistically valid to pool this 
material, enabling the percentage distribution of the 
blood groups among persons with certain diseases to be 
compared with adequate controls. The evidence of an 
association is then overwhelming for certain diseases, 
fairly strong for others, and indecisive in a few cases 
(indicating that there is a need for further research in these 
fields). 

Examination of data from 9 different centres covering 
over 8,000 cases shows that in persons of Group O 
duodenal ulcer is 35°% more frequent than in persons of 
Group A, 41% more frequent than in Group B, and 40% 
more frequent than in Group AB. This appears to be 
true for both sexes and for all age-at-onset groups. 
Duodenal ulcer is also more common in those who do 
not secrete the ABO substances in their body fluids. It 
is noted that some reports—which, however, need further 
confirmation—have indicated an even greater excess of 
persons of Group O among those with anastomotic 
ulcers and also among those whose gastric secretion of 
free hydrochloric acid is increased by histamine. Gastric 
ulcer also occurs more frequently in persons of Group O, 
but to a lesser extent than duodenal ulcer, being 19% 
more common than in persons of the other three groups 
combined. The possibility that this could be due to the 


mis-classification of duodenal ulcers in the pyloric © 
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region as gastric is rejected. A report from one centre of 
an excess of persons of Group A among those with pre- 
pyloric ulcers is noted as being at variance with the small 
amount of relevant material from other centres. It has 
been reported from Boston and New York that there is 
strong evidence of an excess of Group O and a deficiency 
of Group A among sufferers from pituitary adenoma. 
On the other hand a Glasgow investigation seems to show 
that infants of Group O are less susceptible to broncho- 
pneumonia than those of Groups A, B, or AB. 

- According to data from 13 different centres concerning 
nearly 7,000 cases, cancer of the stomach occurs 20% 
more frequently in persons of Group A than in those of 
Group O or B. (“he number of persons of Group AB 
was too small for the drawing of valid conclusions.) At 
one centre it was found that the excess of Group A was 
greater when the tumour was at the pylorus than when 
it was at the cardia, and that there was no such excess 
when the tumour was in the body of the stomach. 
Workers at another centre on the other hand, while 
confirming the excess of Group A in cases of prepyloric 
and cardiac cancer, found an excess of Group O in cases 
of cancer of the fundus. No relation has yet been 
demonstrated between any of the ABO groups and cancer 
of the colon, rectum, lung, or breast. Other diseases to 
which persons of Group A appear to be particularly 
susceptible are pernicious anaemia—found 26°% more 
frequently than in Groups O or B—and diabetes mellitus 
—found 16% more frequently than in Group O and 22% 
more frequently than in Group B. There is also some 
evidence of an excess of Group A among persons with 
portal cirrhosis, but the findings cannot yet be regarded 
as more than tentative. In discussing the implications of 
these findings the author notes three possibilities: (1) that 
they are merely secondary to stratification within the 
population (which he considers to be very unlikely); 
(2) that the blood-group genes may have some as yet 
undisclosed function in addition to determining the pre- 
sence of the ABO antigens; and (3) that some direct 
physiological effect of the blood-group substances may 
be involved. He regards the third possibility as more 
probable than the second. E. Lewis-Faning 


844. A Study of the Forces Productive of Gastro- 
oesophageal Regurgitation and Herniation through the 
Diaphragmatic Hiatus 

P. MARCHAND. Thorax [Thorax] 12, 189-202, Sept., 
1957. 16 figs., 22 refs. = 


In experiments carried out on healthy subjects at the 
University of the Witwatersrand, Johannesburg, the 
relative pressures in the chest and abdomen were studied 
by passing into the lumen of the gut a polythene catheter 
of 0-5 mm. internal bore with a single side hole near the 
tip, pressures being measured by a strain-gauge mano- 
meter calibrated against a standard water manometer. 
It was shown that the intraperitoneal pressure in the upper 
abdomen can be estimated from the intragastric pressure 
measured in this way; similarly, the pressure in the lower 
abdomen can be estimated from the intrarectal or intra- 
vesical pressure, and the intrapleural pressure from that 
in the oesophagus. In the erect position pressure in 
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the upper abdomen might be as much as 18 cm. H2O 
less than in the lower part; if the subject was then tilted 
head downwards to an angle of 45 degrees the pressure 
in the upper abdomen became 8 to 9 cm. H20 higher 
than that in the lower abdomen. Thus the effects of 
changes of position were much the same as if the peri- 
toneal cavity were full of fluid. On coughing or straining 
intrapleural and intra-abdominal pressures rose together, 
so that there was no such increase in the pressure gradient 
as might tend to produce a hiatus hernia. With maxi- 
mum deep inspiration on the other hand the intragas- 
tric pressure sometimes rose to 50 cm. H2O while the 
pleuro-peritoneal pressure gradient might exceed 100 
cm. H20. 

The author suggests that the rapid laying down of intra- 
peritoneal fat while the abdominal muscles retain the 
tone of youth is a frequent cause of increased general 
intraperitoneal pressure and flatulent dyspepsia in men 
in their thirties, and that ‘* cure awaits the unpleasantness 
of weight reduction or the inevitable onset of abdominal 
laxity’. In the meantime, however, “* the oesophageal 
hiatus may have disrupted in the face of the inexorable 
abdominal pressure”. In elderly patients degenerative 
changes of the collagen matrix are assumed to weaken 
the anterior hiatal fibres. The idea that the regurgitation 
and belching of flatulent dyspepsia themselves weaken 
the hiatus is dismissed as unlikely. 

[German ideas are neglected. The possible import- 
ance of the gastric air bubble and the oblique valvular 
entry of the stomach into the oesophagus as a self-regu- 
lating “‘ hook mechanism” holding the stomach below 
the diaphragm is not explained or even mentioned. It 
is noted that the intraperitoneal pressure returns to nor- 
mal after the stomach is distended with a large meal, but 
this is not contrasted with the persistent high pressures 
which may occur when the colon is distended by an enema 
or with gas. There is thus no discussion of the danger 
of the distended splenic flexure which forces the stomach 
to the right, abolishes the oesophago-gastric angle, and 
leads to voluntary belching which empties the gastric air 
bubble.] Denys Jennings 


845. The Dumping Syndrome: a Review 

J. ROSENBERG and M. J. MATZNER. American Journal of 
Gastroenterology [Amer. J. Gastroent.] 28, on Nov., 
1957. 3 figs., 36 refs. 


846. Significance of Innervation in the Function of the 
Gastric Antrum 

H. A. OBERHELMAN, S. P. RIGLER, and L. R. DRAGSTEDT. 
American Journal of Physiology |Amer. J. Physiol.] 190, 
391-395, Sept., 1957. 4 figs., 9 refs. 


The experiments described in this paper from the 
University of Chicago were designed to show that if the 
antrum is left in neuromuscular continuity with the body 
of the stomach, gastrin is released from it when food is — 
ingested even though none is permitted to come in con- 
tact with the antral mucosa. In 4 dogs [of unspecified 
age, weight, and sex] vagus-denervated Heidenhain 
pouches were constructed and the daily output of free 
acid was determined. The antrum was then partitioned 
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off from the body of the stomach by means of a double- 
layered mucous-membrane septum. The pylorus was 
then divided and its gastric end brought to the surface 
as a fistula, while the continuity of the gut was restored 
by anastomosing its duodenal end to the body of the 
stomach. 

In contrast to what happens if the antrum is excised 
or removed from neuromuscular continuity with the body 
there was no fall in the daily output of free acid from the 
Heidenhain pouch. The introduction of food into the 
pouch caused a marked stimulation of gastric secretion, 
comparable in magnitude with that obtained in a Heiden- 
hain pouch with antrum intact, but lasting 2 to 3 times 
longer. Furthermore, the induction of hypoglycaemia 
with insulin, which does not produce a secretory response 
from a normal Heidenhain pouch, resulted in these 
animals in a variable but definite secretion of free acid, 
the amount of which seemed to be related to the vigour 
of the peristaltic waves excited in the antrum by the 
vagal stimulation caused by the hypoglycaemia. The 
theory is put forward that in the intact stomach this peri- 
staltic stimulation of gastrin production is inhibited by 
the presence of acid in contact with the antral mucosa, 


the authors having previously demonstrated that the 


release of gastrin normally resulting from contact with 
food or distension can be reduced or prevented by the 
introduction of acid into the antrum. [They do not 
seem to have tested this theory by introducing acid into 
the antrum through the fistula in any of the present series 
of experiments. ] Denys Jennings 


847. Inhibitory Effect of Pancreatic Secretin on Gastric 
Secretion 

H. B. Greenvezt, E. H. LoNGuHI, J. DELGADILLO 
GUERRERO, T. S. NeLson, A. L. Et-Bepri, and L. R. 
DRaGsTeDT. American Journal of Physiology (Amer. J. 
Physiol.] 190, 396-402, Sept., 1957. 10 figs., 8 refs. 


It was noticed in experiments carried out at the Univer- 
sity of Chicago on a dog with a total pancreatic fistula 
and a Heidenhain pouch that the intravenous injection 
of secretin in a dose of 1-5 unit per kg. body weight 
caused a profuse output of pancreatic secretion and at 
the same time an almost complete cessation of the 
secretion of acid gastric juice from the pouch. This 
effect lasted for 15 to 30 minutes, after which the output 
of both secretions returned to the initial level. 

In a further series of experiments on dogs prepared in 
different ways it was shown that a similar injection of 
secretin inhibited the response of a Heidenhain pouch to 
antral stimulation (that is, to gastrin), but not the response 
to histamine or the intestinal phase of gastric secretion. 
In dogs with an innervated Pavlov pouch the secretory 
response of the pouch to secretin was identical with that 
to insulin hypoglycaemia—that is, the gastrin phase was 
inhibited, but there was no effect on the vagal phase. 
Finally, in dogs prepared in the way described in the 
previous paper [see Abstract 846] the injection of 
secretin almost entirely abolished the output of the 
Heidenhain pouch. The inhibitory effect of secretin 
thus seems to differ from that of enterogastrone. 
Denys Jennings 
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848. Inhibition of the Formation of Hydrochloric Acid 
in the Human Stomach by Diamox: the Role of Carbonic 
Anhydrase in Gastric Secretion 
H. D. Janowitz, D. A. H. L. ROBIN, and 
F. HOLLANDER. Gastroenterology [Gastroenterology] 33, 
378-384, Sept., 1957. 16 refs. 


The effect of the carbonic anhydrase inhibitor “ dia- 
mox ”’ (acetazolamide) on the secretion of gastric hydro- 
chloric acid was investigated at the Mount Sinai Hospital, 
New York, spontaneous gastric secretion being studied 
in 10 patients (of whom 4 had duodenal ulcer and one a 
jejunal ulcer) and stimulated gastric secretion, after 
administration of 0-5 mg. of histamine diphosphate 
subcutaneously, in 14 patients (3 with duodenal and one 
with gastric ulcer). Acetazolamide was given by intra- 
venous infusion for one to 8 hours; gastric contents were 
aspirated every 20 minutes and each aspirate was mea- 
sured and titrated to pH 3-5 and 7-0 to determine the 
free and total acidity respectively, phenol red and brom- 
phenol blue being used as indicators. 

Acetazolamide in doses of 73 to 154 mg. per kg. 
body weight caused profound inhibition of acid secretion 
in all cases, and complete suppression of the secretion 
in some. (Detailed results are tabulated.) With doses 
greater than 114 mg. per kg. some patients complained 
of breathlessness, anxiety, and tingling of the extremities. 
Discussing these results the authors do not consider that 
the use of acetazolamide is practicable in the treatment 
of peptic ulceration in view of the large dose required 
and the cumbersome method of administration, but 
anticipate that a more suitable drug with a similar 
pharmacological action may become available for this 
purpose. T. J. Thomson 


849. The Small Benign and Malignant Gastric Lesion 
M. W. Comrort, J. T. Priesttey, M. B. Dockerty, 
H. M. Weser, R. P. Gace, J. Sotis, and D. P. EPPERSON. 
Surgery, Gynecology and Obstetrics (Surg. Gynec. Obstet.]} 
105, 435-448, Oct., 1957. 1 fig., 4 refs. 


An analysis is presented of a series of cases of benign 
gastric ulcer and gastric cancer operated on at the Mayo 
Clinic from 1940 to 1945 inclusive, in all of which 
the lesion was 4 cm. or less in diameter. Gastric ulcer 
was found almost as frequently in the middle third as 
in the lower third of the stomach, but gastric cancer was 
found more commonly in the lower third (80°% of cases). 
Symptoms had been present for more than 5 years in 
27:9°% of 226 cases of gastric cancer. The mean free 
acidity of the gastric contents in patients with ulcer was 
lower than that in healthy subjects of the same age. 
Of 575 cases in which simple ulcer was diagnosed radio- 
logically, the lesion proved to be malignant in 55 (9-6°%), 
and of 108 in which cancer was diagnosed radiologically, 
the lesion was benign in 34 (31:5%). Of 584 cases of 
benign gastric ulcer in which gastrectomy was performed 
and follow-up data were available, anastomotic or re- 
current ulceration developed in 2-4°% (in 1:99%% of 427 
cases following gastro-jejunal reconstruction and in 5 
out of 61 cases after gastro-duodenal reconstruction). 
In many of these cases of gastric ulcer (23°%) there were 
associated duodenal ulcers or scars. 
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[There are many other interesting observations in this 
paper, which will repay study. It must not be forgotten, 
however, that the cases both of gastric ulcer and gastric 
cancer were selected, and a comparison with a dissimilar 
series may lead to fallacious conclusions. ] 

Norman C. Tanner 


850. The Risk of Gastric Cancer after Medical Treat- 
ment for Gastric Ulcer. [In English] 

R. Dot, F. Avery Jones, F. PyGortr, and J. L. STuBBE. 
Gastroenterologia [Gastroenterologia (Basel)| 88, 1-12, 
1957. 12 refs. 


This retrospective review is conned with the differen- 
tial diagnosis between benign gastric ulcer and gastric 
carcinoma and the problem of operative treatment of 
patients originally diagnosed as having a benign lesion. 
In only one of 266 patients originally diagnosed at the 
Central Middlesex Hospital, London, between 1949 and 
1951 as having benign ulcer had the diagnosis to be 
changed. Of 19 patients in whom there was “ an element 
of doubt ” about this diagnosis, 4 were eventually shown 
to have a malignant lesion, while of 12 cases of suspected 
gastric carcinoma, 4 were shown to be cases of benign 
ulcer. , 

Radiological criteria in favour of a benign lesion are 
definite projection of the ulcer crater from the outline of 
the filled stomach and smoothness of any corona around 
the crater. The diagnostic value of a histamine-resistant 
achlorhydria is enhanced by a subsequent 12-hour 
test involving hourly withdrawal of specimens of gastric 
contents; the finding of a pH value below 3-5 in any 
One specimen is in favour of a benign lesion. The loca- 
tion of a large lesion at the angulus, or distal to it, sug- 
gests the possibility of malignancy, as in this situation 
the characteristics of the crater are difficult to assess. 


The authors conclude from their findings that the 


differential diagnosis between benign and malignant 
gastric lesions is possible in most cases, and that an 
operation is by no means indicated in every case of gastric 
ulcer. R. Schneider 


851. The Value of Cytology in the Diagnosis of Gastric 
Cancer 
J. F. Seypo_tt and G. N. PAPANICOLAOU. Gastro- 


enterology [Gastroenterology] 33, 369-377, Sept., 1957. 
6 refs. 


Expressing the view that exfoliative cytology offers a 
relatively new procedure of considerable promise for the 
diagnosis of gastric cancer, the authors describe, from 
Cornell University Medical College, New York, the find- 
ings in 602 patients examined by this method and com- 
pare them with the radiological diagnoses. The.appara- 
tus consists of a gastric abrasive balloon, made of thin 
rubber and encased in a wide-meshed silk netting, 
which is attached to one opening of a double-lumen 
rubber tube, the other lumen being used for aspirating 
gastric contents and for lavage. The inflated balloon is 
moved gently in the fasting stomach by moving the proxi- 
mal end of the tube, and after withdrawal is rinsed in 
Ringer’s solution. The rinsings are then centrifuged, 
and smears prepared immediately from the sediment. 


The cytological findings in regard to evidence of 
neoplasm are classified as “‘ negative ”’, “* suspicious ”’, or 
** positive ”’. 

The series investigated included 117 cases of gastric 
cancer, diagnosed clinically or at surgical operation, 
and 485 cases of non-malignant disease. Of the former 
group, 66°% were classified cytologically as positive and 
19% as suspicious; the remaining 15°% of cases, classified 
as negative, included a number in which the tumour was 
submucosal, was situated in the pyloric antrum, or was 
covered with necrotic tissue. Of the 485 non-malignant 
cases, 94-4°% were correctly diagnosed cytologically as 
negative, the remaining 5-4°% being classified as sus- 
picious with the exception of one case which gave a 
positive cytological picture. The authors stress that 
repeat examinations should be carried out in all cases 
classified as ‘‘ suspicious’, thus increasing the over-all 
diagnostic sensitivity of the abrasive-balloon technique. 
An analysis of the radiological results showed that 
68-5°% of the 117 cases of cancer were diagnosed correctly 
by x-ray examination; by combining both diagnostic 
procedures the total number of positive results was 101 
(88-7%%). The percentage of false negative diagnoses in 
both categories was very similar—14°% by radiology 
and 15-8% by cytology. In the non-malignant cases the 
radiologist correctly interpreted the findings in 368 
(88%), with 4 false positive results, while the cytological 
diagnosis was correct in 398 (94-5°%), with only one false 
positive result. Of 16 cases of malignant lymphoma in 
the series, the radiologists diagnosed 7 and the cytologists 
6 as cancer. 

The authors stress that the value of exfoliative cytology 
for the diagnosis of early gastric cancer could not be 
assessed in this study since the majority of their patients 
were in hospital with complaints referable to the 
alimentary tract. > T. J. Thomson 


LIVER 


852. The in Liver Disease 

B. G. Parsons-SmitH, W. H. J. SUMMERSKILL, A. M. 
Dawson, and S. SHERLOCK. "tos [Lancet] 2, 867-871, 
Nov. 2, 1957. 7 figs., 18 refs. 


The electroencephalogram (EEG) is known to be 
abnormal in patients in or with impending hepatic coma. 
In such patients neuropsychiatric deterioration is also 
known to follow the administration of certain nitro- 
genous substances. The personality changes of this 
syndrome may precede actual coma by months or even 
years and be confused with other dementias if the true 
cause is not recognized. It appeared to the authors that 
electroencephalography might prove to be of value in 
the diagnosis of the precomatose condition. 

At the Postgraduate Medical School of London, 
therefore, the EEG was recorded on 157 occasions in 66 
patients, of whom 62 had liver disease. The abnormal 
EEG tracings were.graded according to the severity of 
the changes. A fair correlation was found to exist 
between the neuropsychiatric condition and the severity 
of the changes in the EEG of patients with liver disease. 
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Selected patients were given a high-protein diet, and in 
some this caused deterioration of the EEG, an effect 
which was also produced by administration of methionine 
or ammonium chloride. An abnormal EEG was usually 
improved by restricting protein intake or by giving neo- 
mycin, which has a protective effect. Estimation of the 
ammonium levels in the blood and cerebrospinal fluid 
showed that a normal value were usually associated with 
a normal EEG, and that the proportion of abnormal 
findings for these levels showed a tendency to increase 
with the severity of the changes in the EEG, though the 
correlation was not well defined. Two patients with 
renal failure but without liver disease showed moderately 
severe changes in the EEG. 

The authors conclude that the electroencephalogram 
is of value in assessing mental and neurological changes 
in patients with liver disease, and also as a guide as to 
their suitability for portacaval anastomosis, an operation 
which sometimes precipitates impending hepatic coma. 

R. G. Rushworth 


853. Effects of L-Arginine on Hepatic Encephalopathy 
J. F. Fazekas, H. E. Ticktin, and J.G. SHEA. American 
Journal of the Medical Sciences [Amer. J. med. Sci.| 234, 
462-467, Oct., 1957. 16 refs. 


In this paper from the District of Columbia General 
Hospital, Washington, D.C., a study is reported of the 
effect of intravenous infusion of L-arginine on 10 patients 
with cirrhosis of the liver whose mental state varied from 


lethargy to coma. Cerebral blood flow, cerebral oxygen. 


consumption, and arterial blood ammonia concentration 
were determined before and after infusion of 25 to 37 g. 
~of L-arginine over a period of,1 to 3 hours. Before 
infusion the blood ammonia level was raised and the 
cerebral oxygen utilization was poor; after infusion a 
significant, though small and transient, fall in the blood 
ammonia concentration was observed, but there was no 
consistent effect on cerebral blood flow or oxygen con- 
sumption and the electroencephalogram was unchanged. 
Transient clinical improvement was noted in 3 cases 
[but the over-all therapeutic effects of the drug were not 
impressive]. P. C. Reynell 


854. Endocrine Abnormalities Accompanying Hepatic 
Cirrhosis and Hepatoma 

R. W. Barr and S. C. Sommers. Journal of Clinical 
Endocrinology and Metabolism [J. clin. Endocr.| 1], 
1017-1029, Sept.,1957. 8 figs.,24refs. 


This paper from Boston University School of Medicine 
describes the endocrinological abnormalities found in 
100 patients, 70 men and 30 women, who died from 
hepatic cirrhosis. The clinical and morbid anatomical 
details obtained from the necropsy records were com- 
pared with those of 100 unselected patients of a similar 
age range dying from non-malignant disease. All endo- 
crine glands were examined histologically and pituitary 
differential cell counts were carried out in 31 cases in the 
series and in 20 of the control group. The spermatic 
tubules, the state of spermatogenesis, the prostate gland, 
the breasts, uterine cervix, and sections of endometrial 
tissue were also exesnined 3 in all cases. 
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Although individuals showed omitane variation, 
there was evidence of common oestrogenic hormonal 
activity in 85% of the women and 91% of the men, 
compared with only 50% of the control group. Thus 
50% of the women showed excessive oestrogenic stimu- 
lation of the breast and endometrium, and about 65°% 
of the men had structural changes in the prostate and 
testicular tubules. Pituitary cell counts in the females 
were within normal limits, but the more severely cirrhotic 
males showed hyperplasia of the basophilic cells, this 


being especially marked in those with hepatoma or | 


carcinoma of the prostate. It is suggested that the excess 
oestrogen may have been carcinogenic in these cirrhotic 
men. Histological examination of the adrenal cortex 
and the pituitary gland revealed evidence of low corti- 
costeroid secretion in about 65°% of the cirrhotic patients 
and in only 25% of the controls. The authors also 
describe characteristic arteriosclerotic changes in the 
pulmonary and glomerular arterioles, and in a smaller 
number of cases changes in the thyroid and parathyroid 
glands and in the pancreas. J. Warwick Buckler 


855. A Study of the Relief of the Jaundice of Hepatitis 
with Prednisone. Comparison with the Surgical Relief of 
Obstructive Jaundice. (Etude du déblocage des hépatites 
ictérigénes par la delta-1-hydrocortisone. Confrontation 
avec le déblocage chirurgical des ictéres mécaniques) 

P. MaiInGueT and J. CaRout. Archives des maladies de 
Pappareil digestif et des maladies de la nutrition [Arch. 
Mal. Appar. dig.] 46, 936-960, Oct., 1957. 12 figs., 
43 refs. 


In this paper the authors compare the process of relief 
of biliary retention in certain forms of hepatitis by the 
administration of 4;-dehydrocortisone (prednisone) with 


the relief brought about by surgical treatment not in-— 


volving external biliary drainage in cases of extrahepatic 
obstructive jaundice. The comparison is made by super- 
imposing graphs showing the progressive changes in 
bilirubinaemia, faecal stercobilin output, and urinary 
urobilin excretion in cases of the two types, the results 
being demonstrated to be essentially the same. Predni- 
sone was given in doses of 30 mg. daily for 2 to 3 weeks 
[the number of patients so treated not being stated]. 
The surgical cases studied totalled 6, the obstruction 
being due to malignant disease in 5 and to congenital 
malformation of the bile duct in one. [Illustrative his- 
tories of 10 cases, 3 treated surgically and 7 medically, are 
given [but are difficult fully to interpret; the 7 cases 
treated with prednisone seem to represent a variety of 
forms of hepatitis]. 

The authors claim that the administration of prednisone 
in cases of hepatitis with evidence of obstructive jaundice 
produces effects identical with those following the sur- 
gical relief of mechanical obstruction. They suggest that 
prednisone has no specific cholagogue action, but exerts 
a selective effect on the inflammatory lesions which block 
the biliary canaliculi (Hering’s canals) as they leave the 
hepatic lobule. 

[This is a long paper which the abstracter found difficult 
both to understand and to evaluate.] 

J. W. McNee 
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856. The Differential Diagnosis of Jaundice. (K 
Bompocy o WMarHocTuKe 
V. A. DANILIN. Tepaneemuuecxui Apxue [Ter. Arh.] 
29, 73-78, No. 9, Sept., 1957. 1 fig., 12 refs. 


Estimation of the serum non-haemoglobin iron level, 
which the author states is valuable in the differential 
diagnosis of the various forms of jaundice, was performed 
508 times on 108 patients with infective hepatitis (Bot- 
kin’s disease), i9 with chronic hepatitis, 30 with hepatic 
cirrhosis, and 51 with obstructive jaundice of various 
types, together with estimations of the haemoglobin , 
value and serum bilirubin, cholesterol, and residual 
nitrogen levels and plasma protein content. 

Briefly, the results showed that in infective hepatitis 
the serum non-haemoglobin iron level was well above 
normal (range 70 to 147 jug. per 100 ml.), reaching values 
as high as 392 yg. per 100 ml., the level varying accord- 
ing to the general progress of the disease and usually 
returning to normal after full recovery. In jaundice due 
to cholelithiasis the level fluctuated within normal limits. 
In carcinoma of the head of the pancreas it was markedly 
lowered, falling to a level of 28 wg. per 100 ml. In car- 
cinoma of the liver it was usually lowered, but in some 
cases was within normal limits in the early stages. In 
chronic epithelial hepatitis the level tended to be above 
normal, but in mesenchymal hepatitis it was normal. In 
atrophic and cardiac cirrhosis it was lowered, with a 
range of 28 to 112 wg. per 100 ml. 

There was no correlation between the serum level of 
non-haemoglobin iron and the serum levels of bilirubin, 
protein, residual nitrogen, or cholesterol. The author 
concludes that although the estimation of the serum non- 
haemoglobin iron level cannot replace liver function tests 
and other biochemical investigations, it is nevertheless a 
valuable aid in the diagnosis of jaundice, and especially 
in distinguishing infective hepatitis from the jaundice due 
to mechanical obstruction. L. Firman-Edwards 


857. Use of the Oral Diuretics, Aminometradine and 
Aminoisometradine, in the Sodium and Water Retention 
of Hepatic Cirrhosis 

D. D. WATSON and D. C. BALFour. Gastroenterology 
[Gastroenterology] 33, 202-208, Aug., 1957. 1 ref. 


The authors of this paper from the University of South- 
ern California School of Medicine express the view that 
a safe, effective oral diuretic would provide better 
homeostasis than the alternating periods of waterlogging 
and rapid dehydration produced by the parenteral 
administration of mercurial diuretics. With this in 
mind they have carried out a trial, at the Los Angeles 
County Hospital, of the oral diuretics aminometradine 
and aminoisometradine. Aminometradine is 1-allyl-3- 
ethyl-6-aminotetrahydropyrimidinedione and is related 
to the xanthines; it has been suggested that it acts by 
inhibiting the reabsorption of sodium in the renal tubules. 
Aminoisometradine is an isomer and probably acts in a 
similar way. 

The subjects were 10 out-patients with Laénnec’s cirr- 
hosis and one with post-necrotic cirrhosis, in each case 
complicated by fluid retention. The dosage varied, that 


| of aminometradine ranging from 800 to 4,200 mg. per 


T 


_ at each attendance at the clinic. 
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week [0-11 to 0-6 g. per day, though the frequency of 
dosage is not specified] and that of aminoisometradine 
from 0-5 to 4-2 g. per day. The effects of administration 
and withdrawal of the drugs on the 24-hour urinary out- 
put of sodium, potassium, and chloride and on the 
patients’ general physical status, with particular reference 
to weight, fluid retention, and side-effects, were assessed 
[Neither the length of 
the courses nor the number and frequency of visits to the 
clinic is specified.] 

Aminometradine was effective in removing “ all but a 
trace of 1+ oedema” in 7 out of 9 cases in which it was 
used, while aminoisometradine was less effective, ‘* leav- 
ing 1 to2+ oedema” in 7 out of 8 cases. [It is difficult 
to reconcile these figures, given in the text, with those 
given in tabular form.] Both drugs were effective only 
when oedema was present in more than minimal amounts. 
No patient became refractory to either. During the 
trial of each drug treatment was discontinued “‘ for 
short periods ”’ in 8 cases in order to check its efficacy; 
during these periods there was an average gain in weight 
of 2 to 3 Ib. (0-9 to 1-36 kg.) a week. Symptoms of 
intolerance to aminometradine developed in 4 cases, to 
aminoisometradine in one, and to both in one. These 
consisted mainly in anorexia, nausea, and weakness which, 
occurring together, caused treatment with aminometra- 
dine to be discontinued in 2 cases. In the remaining 
cases administration of the drugs was continued in 
reduced dosage, although 2 patients required mercurial 
diurectics and ammonium chloride in addition. There 
was no evidence that either diuretic retarded the gradual © 
improvement usually seen in cirrhotic patients. In most 
cases diuresis was maintained with less weight variation 
and more comfort than when mercurial diuretics were 
used; 6 patients were able to do more with less fatigue, 
and were able to tolerate a more nutritious diet with a 
higher sodium content. 

Aminoisometradine caused a more selective diuresis 
of sodium and chloride than of water and potassium, 
while aminometradine caused an essentially parallel 
excretion of sodium and water. Hypopotassaemia must 
be guarded against when these drugs are given, but can 
usually be prevented or treated by inclusion in the daily 
diet of fresh fruit such as bananas or oranges. 

L. G. Fallows 


858. The Place of Hepatic Involvement in the Nervous 
Complications of Alcoholism. (La place de Il’atteinte 
hépatique dans les complications nerveuses de l’alcoo- 
lisme) 

F. PeRGOLA and M. CaAcHin. Semaine des hépitaux de 
Paris [Sem. Hép. Paris] 33, 3161-3167, Sept. 26, 1957. 
6 figs., 13 refs. 


The association of neurological signs with liver disease 
is well known. Of 117 alcoholic patients, 31 had general 
mental disorder of varying type, 45 typical delirium tre- 
mens, 39 polyneuritis, and 2 encephalopathy. In 86% of 
the cases of delirium tremens and 97% of those of 
polyneuritis the liver showed pathological change on 
examination of puncture biopsy material; and in about 
one-third of these cases a true cirrhosis was present. 
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The hepatic lesion is often quite latent in such cases. 
Six illustrative photomicrographs are [not very clearly] 
reproduced. J. W. McNee 


INTESTINES 


859. Intestinal Tuberculosis or Crohn’s Disease? 
(Tuberculose intestinale ou maladie de Crohn?) 

F,. WarMoes and W. Boets. Archives des maladies de 
l'appareil digestif et des maladies de la nutrition [Arch. 
Mal. Appar. dig.] 46, 787-800, Sept., 1957. 6 figs., 
12 refs. 

The authors discuss the radiological signs which they 
consider to be of value in the differentiation of Crohn’s 
disease (regional ileitis) from tuberculosis of the terminal 
ileum. The diagnosis of intestinal tuberculosis can be 
difficult when no pulmonary lesions are present and when 


tubercle bacilli are not found in the faeces; occasionally, - 


indeed, the demonstration of bacilli in excised tissue 
provides the only certain evidence that the lesion was 
tuberculous. Further, if the patient has received chemo- 


. therapy, even the histological appearances may be mis- 


leading. They then describe 2 cases in which the 
pathologist diagnosed Crohn’s disease, but which they 
consider to have been ileal tuberculosis on the basis of 
the radiological appearances in the lungs and small 
intestine and of the favourable response of the con- 
dition to antituberculous treatment. They also report 
one case of “ certain” intestinal tuberculosis which was 
treated with antibiotics, but in which later no character- 
istic signs of tuberculous lesions in the excised intestinal 
tissue could be identified histologically. 
P. C. Reynell 


860. The Role of ACTH and Adrenal Steroids in Per- 
foration of the Colon in Ulcerative Colitis. A Clinical- 
pathologic Study 

M. B. GotpGraser, J. B. KirsNer, and W. L. PALMER. 
Gastroenterology [Gastroenterology] 33, 434-456, Sept., 
1957. 15 figs., bibliography. 

The part played by steroid therapy in the development 
of peritonitis in patients with ulcerative colitis was 
investigated at the University of Chicago Clinics and 
Hospital where, between 1929 and 1956, 730 patients 
with ulcerative colitis were seen. Of this number, 72 
died, 12 of them as the result of perforation of the bowel. 
During the period before the introduction of steroids 400 
patients were treated, of whom 10 died from perforation. 
Of a total of 210 patients given steroid therapy, 2 died 
from perforation. Thus the incidence of fatal per- 


foration in the steroid-treated cases was 1% and in - 


those not so treated 2:5°%—an insignificant difference. 

Detailed histological examination was carried out in 
8 of the 10 fatal cases treated without steroids and in the 
2 given steroids. The perforation was silent in the 
majority of the former group, while in both the latter 
cases there was a sudden episode of severe pain. These 
findings, the authors point out, do not support the view 
that steroids mask the symptoms of perforation. Histo- 


logically, it was noted that the peritoneal reaction was 
poor in patients treated before the advent of steroids, 
cellular reaction and fibroblastic proliferation on the 
serosal surface being slight. On the other hand in the 
2 cases receiving steroids there was adequate accumula- 
tion of leucocytes. The incidence of thrombotic phe- 
nomena was high, but inflammation of the arteries, 
which has been reported by other workers, was not 
observed. T. D. Kellock 


861. The Long-term Treatment of Ulcerative Colitis 
with Hydrocortisone, Prednisone and Prednisolone 

J. M. Exxtiotr and J. V. CARBONE. Gastroenterology 
[Gastroenterology] 33, 423-433, Sept., 1957. 2 figs., 10 
refs. 


The effect of prolonged steroid therapy in ulcerative 
colitis was studied at the University of California School 
of Medicine and St. Mary’s Hospital, San Francisco, in 
30 patients with a history of the disease for 5 weeks to 21 
years, none of whom had responded to previous medical 
measures. The dosage was based on the amount 
required to produce a favourable effect in the individual 
patient. The initial daily dose of hydrocortisone was 
300 to 400 mg., this being gradually reduced to a main- 
tenance dose of 20 to 100 mg. daily. The initial dose of 
prednisone or prednisolone was 40 to 60 mg. daily, a 
maintenance dose of 15 to 40 mg. daily being given when 
a favourable response had been established. In those 
cases in which the response was good, treatment was 
continued for many months after the disease process 
appeared to be quiescent. 

As a result of this treatment 6 patients had an appar- 
ent remission, 10 others improved but needed continued 
steroid therapy, and 14 failed to respond, 8 of this last 
group requiring colectomy. The duration of the disease 
before the start of treatment affected the prognosis, 
since 6 of the 16 patients with colitis of less than 2 years’ 
duration went into remission, but none of the 14 with a 
longer history didso. Sigmoidoscopic improvement was 
also more marked in the former group, and in 9 of the 
16 there was radiological improvement as well. Com- 
plications requiring cessation of treatment developed in 
7 cases, and included acute psychotic episodes (2), hyper- 
tension (2), massive haemorrhage (1), perforation (1), 
and pulmonary tuberculosis (1). 

The authors conclude that patients with acute ulcera- 
tive colitis but without permanent bowel damage are 
the most suitable for steroid therapy. In such cases 
treatment should be continued for long periods and 
only discontinued when the patient is symptom-free, the 
sigmoidoscopic appearances are normal, there is radio- 
logical improvement, and the blood pressure is normal. 
In cases in which there is no improvement within 5 days 
of the start of steroid therapy further treatment is 
unlikely to be successful. T. D. Kellock 


862. Polyps and Carcinoma of the Colon. [Review 
Article] 

M. B. GoLDGRABER and J. B. KirsNer. A.M.A. Archives 
of Internal Medicine [A.M.A. Arch. intern. Med.]. 100, 
669-677, Oct., 1957. 4 figs., bibliography. 
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Cardiovascular System 


863. Diagnostic and Physiologic Measurements Using 
Left Heart Catheterization 

W. S. BLAKemore, T. G. SCHNABEL, P. T. Kuo, H. L. 
Conn, S. B. LANGFIELD, D. D. HEIMAN, and H. WoskKE. 
Journal of Thoracic Surgery [J. thorac. Surg.] 34, 436-448, 
Oct., 1957. 10 figs., 26 refs. 


From the University of Pennsylvania School of Medi- 
cine the authors describe their method of catheterization 
of the left heart and evaluate the data obtained by this 
procedure. The size and position of the left atrium in 
relation to the overlying ribs is first identified from a chest 
radiograph taken in the left lateral decubitus position, 
with coins placed as markers over the 8th rib on the 
left and the 7th and 9th ribs on the right side, 5 cm. 
lateral to the spinous processes. Through a thin-walled 
needle inserted percutaneously into the left femoral 
artery a 90-cm. polyvinyl radio-opaque catheter is then 
passed into the ascending aorta under fluoroscopic 
control, an indwelling Cournand needle being also 
inserted into the right brachial or femoral artery for 
taking blood samples and obtaining isotope dilution 
curves. The patient is then turned to the left lateral 
position, the coins removed, and a local analgesic 
injected 5 to 7 cm. to the right of the spinous process at 


the point judged from the radiograph to be nearest the _ 


centre of the left atrium. The atrial wall is now punc- 
tured with a 20-cm. thin-walled needle of 1 mm. internal 
diameter which is passed paravertebrally over the 8th 
or 9th rib. A small polyvinyl catheter is then passed 
into the atrium and manipulated until its tip lies within 
the left ventricle; a second catheter can be-passed through 
the same needle to lie in the atrium. 

Simultaneous pressure recordings are made of left 
atrial, left ventricular, and aortic pressures through the 


three small catheters introduced in this way. In addition, 


one lead of the electrocardiogram and, in most cases, a 
phonocardiogram are recorded. Isotope dilution curves 
are plotted after the injection of 15 to 20 yc. of radio- 
active potassium in about 0-2 ml. of saline into the left 
atrium, left ventricle, and the root of the aorta, arterial 
blood samples being taken after each injection for a period 
of 30 seconds from the femoral or brachial artery and 
passed through a scintillation counter. By suitably re- 
plotting the curves the mean aortic and mitral transvalvu- 
lar pressure gradients can be obtained, and from a study 
of the dilution curves cardiac output, regurgitant blood 
flow, the degree of mixing in the left atrium, left ventricle, 
and aorta, and total volumes can be calculated. It is 
claimed that in patients with aortic stenosis, mitral 
stenosis, or mitral regurgitation a more accurate assess- 
ment of the presence and severity of the anatomical lesion 
can be obtained. The authors have used this method in 
the examination of 51 patients; there was one death 
from haemorrhage into the pericardium. The risks of 
the method are enumerated, bleeding being the major 
complication. They conclude that “since, in most 


patients, a satisfactory preoperative cardiac evaluation 
can be achieved without resorting to catheterization of 
the left side of the heart, which may have dangerous com- 
plications, the routine use of this method for the sole 
purpose of gathering data or even for the purpose of 
corroborating the diagnosis seems unwarranted.” 


A. Schott 


864. An Assessment of the Exercise Capacity of Cardiac 
Patients 

C. H. WynpHaAM and J.S. WarD. Circulation [Circula- 
tion] 16, 384-393, Sept., 1957. 3 figs., 19 refs. 


The authors, working in the Applied Physiology 
Laboratory of the Transvaal and Orange Free State 
Chamber of Mines, Johannesburg, set out to study 
methods of defining precisely the maximum exercise 
capacity of patients with cardiac disease in terms of their 
oxygen consumption per minute in order that their 
functional capacity might be matched with the grade of 
effort required to perform various tasks. For this pur- 
pose the heart rate, oxygen consumption, and minute 
ventilatory volume were measured during 3 grades of 
work in 9 healthy control subjects and 10 ambulatory 
patients with rheumatic heart disease. [The original 
paper should be consulted for the technical details of 
the methods used.] 

Observations on the control subjects confirmed the 
findings of previous workers that the heart rate is a linear 
function of oxygen consumption up to the maximum 
level of “* aerobic ” oxygen consumption (the measure of 
maximum capacity for effort, the limit to which is set in 
normal subjects by cardiac rather than respiratory fac- 
tors), that by plotting heart rate as a function of oxygen 
consumption at 3 or more grades of work the oxygen 
consumption at the maximum heart rate (about 190 beats 
per minute) can be determined by extrapolation, and that 
the figure thus obtained approximates closely to the 
maximum level of aerobic oxygen consumption as deter- 
mined by imposing a high work load. The same linear 
relationship between heart rate and oxygen consumption 
was found to obtain in the subjects with heart disease. 
Moreover, in 8 out of the 10 patients the minute ventila- 
tory volumes at the 3 levels of oxygen consumption were 
essentially the same as were observed in 24 normal sub- 
jects. In these patients, therefore, it was assumed that 
the limit to the maximum possible level of oxygen con- 
sumption during severe exercise would be imposed, as in 
normal subjects, by cardiac rather than ventilatory 
factors, so that the maximum level of oxygen consump- . 
tion could be determined in the same way by plotting 
heart rate against oxygen consumption and extrapolating 
to 190 beats per minute. The authors suggest that in 
such cases this figure can be used as an objective index in 
selecting a safe level of work in employment, in assessing 
the influence of treatment, and in following the course 
of the disease, and that it provides a more accurate 


267 


t 
0 
| 
n 
al 
nt 
al 
as 
as 
of 
a 
en | 
as 
ar- 
ied 
ast 
sis, 
urs” 
ha | 
was 
the | 
i in 
per- 
(1), 
era- 
are | 
ases 
and 
, the 
\dio- 
mal. 
days | 
nt is | 
ck 
view | 
hives 
100, 


268 CARDIOVASCULAR SYSTEM 


measure of the patient’s capacity for exertion than the 
usual criterion, which is the level of exertion at which 
breathlessness occurs. 

In the other 2 patients with heart disease the minute 
ventilatory volume, even on mild effort, was greater than 
in the normal subjects and the difference became more 
marked as the level of exercise was raised. The authors 
consider that this was primarily due to the patients’ 
inability to increase cardiac output in a normal manner 
in relation to exercise and that in such cases the factor 
limiting exertion is primarily ventilatory. For patients 
in this category, therefore, it is valid to regard the level 
of exertion at which breathlessness occurs as the maxi- 
mum permissible level. R. Wyburn-Mason 


865. Functional Diastolic Murmurs and Functional 
Stenosis of the Left Atrioventricular Orifice. (O 
WyMax H yHK- 
UHOHAJIbHOM CTeHOse JIEBOTO 
BOrO OTBEPCTHA) 

M. Ju. Rapoport. Tepaneemuyeckui A pxue [Ter. Arh.] 
29, 10-17, No. 9, Sept., 1957. 12 refs. 


Functional systolic murmurs in the heart have been 
recognized for many years, and it is also known that 
diastolic murmurs, not arising from disease of the valve 
from which they appear to originate, may occur—for 
example, the Flint murmur which is found in aortic in- 
competence in the absence of mitral stenosis. In this 
sense a functional murmur may be defined as one which 
simulates the murmur due to a valvular defect which 
does not exist. However, unlike some functional 
systolic murmurs, the functional diastolic (or pre- 
systolic) murmur occurs only in association with cardio- 
vascular defects elsewhere than in the valve from which 
it appears to arise. Thus it has been observed in 
patients with hypertension but no evidence of valvular 
disease, and also in some cases of mitral stenosis, together 
with other signs of this disorder such as a snapping first 
sound and an accentuated pulmonary second sound. 

The mechanism of production of these functional 
diastolic murmurs has been explained as being due to 
spasm of the muscle fibres encircling the mitral orifice. 
The present author, however, is not satisfied with this 
explanation, on the grounds that whereas functional 
systolic murmurs are common, diastolic murmurs are 
rare and moreover are only found in specific cardio- 
vascular conditions not likely to give rise to such muscular 
spasm. He prefers the conception of Savitskii, who 
suggested that the morphological basis of “‘ functional 
mitral stenosis ” lies in an elongation of the axis of the 
left ventricle, combined with a certain positioning of the 
papillary muscles. This combination, he argues, leads 
to traction on the cusps of the mitral valve in diastole, 
thus drawing the orifice downwards so as to form a 
funnel-shaped opening which produces the same hydro- 
dynamic conditions as would a true organic stenosis. 
The varying degree to which one or other of these two 
factors predominates gives rise to the various types of 
physical sign, ranging from the solitary diastolic or pre- 
systolic murmur to the full, classic symptom-complex of 
mitral stenosis. The differential diagnosis between such 


signs and those of true stenosis is facilitated by the fact 
that the absence of enlargement of the left ventricle 
excludes the possibility of the stenosis being of a func- 
tional origin. Two case records are presented to 
illustrate the argument. L. Firman-Edwards 


866. Treatment of Digitalis Toxicity by Chelation of 
Serum Calcium 

R. S. GuBNER and H. KALLMAN. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 234, 136-144, 
Aug., 1957. 5 figs., 30 refs. 


A report is presented from Kings County Hospital, 


Brooklyn, New York, of 3 cases in which the intravenous _ 


injection of 600 mg. of the disodium salt of ethylenedia- 
mine tetraacetic acid (EDTA) abolished arrhythmia 
caused by digitalis intoxication. In another case the 
prior injection of 600 mg. of disodium EDTA increased 
from 2-0 to 2-8 mg. the intravenous dose of “* cedilanid ”’ 
(lanatoside C) required to produce a major arrhythmia. 
In a further case injection of the magnesium salt of 
EDTA (total Mg 44 mg.) increased from 6 to 9 mg. the 
dose of acetylstrophanthidin, given in doses of 1-5 cat 
units intravenously every 5 minutes after an intravenous 
priming dose of 1-6 mg. of lanatoside C, necessary to 
produce the same kind of arrhythmia. It is pointed out 
that EDTA acts by virtue of being a chelating agent. 
By reducing the ionized calcium in the serum, which acts 
synergistically with digitalis, it counteracts the ability 
of digitalis to produce arrhythmia, which is related to its 
action in increasing the permeability to potassium of the 
myocardial cell membrane, the consequent potassium 
loss increasing the irritability of the heart. 
A. Schott 


867. Pulmonary Arterial Pressure, Cardiac Output, and 
Respiration in Elderly Men Subjected to Acute Hypoxia 
Simulating Altitudes up to 4,000 and 5,000 m. (Driicke 
in der Pulmonalarterie, Herzminutenvolumen und At- 
mung bei akuter respiratorischer Hypoxie entsprechend 
Hohen bis zu 4,000 und 5,000 Meter bei 4lteren Personen) 
W. Bott, H. VALENTIN, and N. Tietz. Archiv fiir 
Kreislaufforschung {Arch. Kreisl.-Forsch.| 27, 19-33, 
Sept., 1957. 5 figs., 22 refs. 


In experiments carried out at the University of Cologne 
9 men aged 56 to 82 (average 68) years were given gas 
mixtures t6 breathe whose oxygen content was dimi- 
nished in steps each representing 1,000 m. of simulated 
ascent every 2 minutes up to a maximum simulated alti- 
tude of 5,500 m. Cardiac catheterization was carried 
out and the resting cardiac output determined several 
times before starting the experiment. During the 
experiment pulse rate and pulmonary arterial pressure 
were recorded every 2 minutes. Arterial and venous 
blood oxygen saturation was determined at the start and 
again when 4,000 to 5,000 m. of simulated altitude 
had been reached. No attempt was made to attain a 
“ steady state” at each change of altitude, the authors’ 
purpose being to study the effect of a rapid onset of 
hypoxia. 

At a height of 4,000 m. oxygen consumption, respira- 
tory volume and rate, and pulse rate showed no significant 
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differences from the control values. The oxygen content 
of mixed venous blood had fallen less (average 109%) than 
that of arterial blood (average 23°%)—that is, the arterio- 
venous difference had widened and there was thus a 
calculated increase in cardiac output of 73°%. But there 
was no significant rise in the pulmonary arterial pressure; 
in fact, both this and the brachial arterial pressure fell to 


a moderate extent in all but one case, in which they — 


remained essentially constant. There wa; a slight fall 
(2 volumes %) in the average arterial blood carbon 
dioxide content. 

[Although the authors compare their results with those 
obtained by Cournand and his associates in their investi- 
gations on the effect of hypoxia on pulmonary arterial 
pressures, the different experimental arrangement, par- 
ticularly the absence of a “* steady state ”’, does not allow 
the conclusion to be drawn that the differences found are 
necessarily due to the different age groups studied.] 

Gerald R. Graham 


868. The Hypothermic Heart. Work Potential and 
Coronary Flow 

I. K. R. McMILLAN, R. B. Case, W. N. STAtNsBy, and 
G..H. Wetcu. Thorax [Thorax] 12, 208-213, Sept., 
1957. 5 figs., 14 refs. 


The effect of hypothermia on myocardial contractility 
and coronary blood flow was studied in experiments 
carried out on dogs at the National Heart Institute, 
Bethesda, Maryland. Coronary flow, cardiac output, 
heart rate, and aortic, pulmonary arterial, and left and 
right atrial pressures were continuously and simulta- 
neously recorded on a direct-writing oscillograph, first at 
a body temperature of 37° C. and subsequently after cool- 
ing to 28°C. The arrangement was such that the total 
cardiac output was measured except for blood entering 
the right coronary artery. Increments of 50 to 100 ml. 
of blood were added to the femoral vein at regular 
intervals, resulting in increases in cardiac output, 
coronary flow, and all the pressures recorded, and left 
ventricular function curves were obtained by plotting the 
stroke work of the left ventricle against the mean left 
atrial pressure over the whole range of atrial pressures. 
Left ventricular stroke work was calculated, in gramme- 
metres, by multiplying the stroke volume (in ml.) by the 
difference between mean arterial and mean left atrial 
pressures (in cm. H2O) divided by 100. In 3 dogs 
complete atrioventricular dissociation was achieved by 
ligation of the bundle of His 3 weeks “before the 
experiments, during which the heart rate was controlled 
by electrical stimulation. — 

It was found that neither right nor left atrial pressure 
rose during cooling. On the other hand the stroke 
volume rose and all other variables fell during cooling, 
the fall in coronary flow being relatively greater than 
those in aortic pressure and cardiac output. Left 
ventricular stroke work was approximately the same at 
the two temperatures or, occasionally, higher at 28° C., 
indicating that the contractility of the myocardium in 
hypothermia is as great as, or greater than, that at normal 
temperatures. Artificial elevation of the heart rate dur- 
ing hypothermia resulted in a pronounced fall of left 
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ventricular stroke work. For an equivalent amount of 
work at 28°C. the coronary flow was smaller than at 
37° C.; this is attributed to the fall in heart rate and 
aortic pressure prevailing at the lower temperature. The 
hypothesis that inadequate coronary flow during hypo- 
thermia may be responsible for ventricular fibrillation is 
not supported by these observations. A. Schott 


869. Clinical Experiences with Induced Cardiac Arrest 
during Intracardiac Surgical Procedures 

C. R. Lam, T. GAHAGAN, C. SERGEANT, and E. GREEN. 
Annals of Surgery [Ann. Surg.| 146, 439-449, Sept., 1957. 
5 figs., 13 refs. 


The authors emphasize the advantages of elective 
cardiac arrest in cardiac surgery—namely, a quiet heart, 
absence of coronary sinus blood flow, and lessened risk 
of embolism. They describe a method of inducing 
cardiac arrest which is used in conjunction with a pump 
oxygenator of the deWall type. A solution of acetyl- 
choline is injected into the ascending aorta with the aorta 
and pulmonary artery clamped, the dosage of acetyl- 
choline being 10 mg. per kg. body weight. Resuscitation 
is achieved by removing the clamp, thereby allowing the 
oxygenated blood from the pump to perfuse the coronary 
vessels; the acetylcholine is washed out of the coronary 
arteries and the heart re-started. During the period of 
arrest the ventricle responds to direct stimulation by 
contracting, but there is usually no activity during the 
repair of a ventricular septal defect. 

At the Henry Ford Hospital, Detroit, Michigan, 
cardiac arrest has been induced in 80 patients subjected 
to intracardiac surgery, including closure of ventricular 
septal defects (54) and repair of various congenital and 
acquired lesions. In 9 cases of the former group atrio- 
ventricular block was encountered and is believed to 
have contributed to the death of 5 of these patients. 
[This figure is probably comparable with that for similar 
operations in which cardiac arrest is not induced.] 

W. P. Cleland 


870. Elective Cardiac Arrest with Potassium during 
Hypothermia 

G. E. Mavor. Journal of the Royal College of Surgeons 
of Edinburgh [J. roy. Coll. Surg. Edinb.| 3, 1-18, Sept., 
1957. 11 figs., 27 refs. 


The effect of cold on the myocardium during hypo- 
thermia is to produce various types of cardiac arrhythmia, 
including fatal ventricular fibrillation. This is often pre- 
ceded by a loss of potassium from the heart muscle, 
which occurs in excess below 31° C., and is accentuated 
by the rising blood carbon dioxide content. When 
the venae cavae are clamped the heart continues to beat 
without oxygen, more potassium leaves the heart, and 
there is defective utilization of glucose. Such a metabolic 
disturbance can cause damage which may lead to 
heart failure when the circulation is restored. The 
author suggests that this risk can be avoided if the heart is 
arrested while the circulation is in abeyance, and points 
out that elective cardiac arrest can be achieved by adminis- 
tering a high concentration of potassium, while glucose 
and insulin can be given as a first step in resuscitation. 
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In this paper from the Royal Infirmary, Aberdeen, 
experiments on 44 dogs are described and the results 
given. Hypothermia was induced by surface cooling, 
and cardiac arrest, after caval clamping, was achieved by 
injection of potassium chloride. Arrest was usually 
preceded by ventricular fibrillation, sometimes by 
“wave” fibrillation needing further potassium. In 22 
dogs recovery was initiated by cardiac massage alone. 
After 2 to 4 minutes the first ventricular contractions 
occurred, followed by a responsive phase and then by 
idioventricular rhythm, and finally sinus rhythm and atrial 
contractions. It was noted that a high plasma potassium 
level prevented the onset of sinus rhythm and might 
lead to recurrence of arrest. The recovery time averaged 
22 minutes, but varied with the total amount of potassium 
given. In the other 22 dogs the administration of 50°% 
glucose, together with 20 units of insulin during the 
responsive phase, led to a more rapid recovery (average 
time 10 minutes) and an earlier return to normal of the 
electrocardiogram. 

The dangers of fibrillation during resuscitation are 
reduced by rapid elimination of potassium from the 
heart. Fibrillation is treated by electrical stimulation 
and resuscitation can be aided by giving large doses of 
glucose. Potassium reaching the circulation causes a 
rise in blood pressure which facilitates oxygenation of the 
heart. Calcium chloride was not used for resuscitation 
in this study and its employment is not advised. 

M. Meredith Brown 


871. Studies in the Diagnosis of Constriction in Chronic 
Pericarditis. (Etude sur le diagnostic de constriction 
dans les péricardites chroniques) 

P. Cuicue, J. CARLotti, and J. Acar. Archives des 
maladies du ceur et des vaisseaux [Arch. Mal. Ceur] 50, 
585-616, July, 1957. 6 figs., bibliography. 


The diagnosis of constrictive pericarditis can be exceed- 


’ ingly difficult, particularly in those cases in which the 


clinical syndrome is atypical or latent, while on the dis- 
covery of pericardial calcification at radiological examina- 
tion in straightforward cases of simple or tuberculous 
pericarditis it may be desirable to attempt to assess the 
likelihood of constriction developing subsequently. In 
the hope of reducing the difficulties of diagnosis in such 
situations the authors have studied 40 cases at the H6pital 
Lariboisiére, Paris, in which the diagnosis was evident. 

In 18 of these cases cardiac catheterization was carried 
out, and it is suggested that the evidence provided by this 
particular examination may clinch a diagnosis of con- 
striction. Absence of a pressure gradient between the 
right auricle and right ventricle and between the vena 
cava and the right auricle was noted in most cases, while 
the right ventricular pressure curve had a very suggestive 
appearance, with a protodiastolic dip followed by a 
horizontal segment lasting until the end of diastole. 
The value of these signs and others is discussed. Con- 
sideration is also given to the incomplete forms of con- 
strictive pericarditis in which there may be haemodynamic 
changes without definite evidence of constriction, and to 
the entirely latent type of case. 

[This is a long and rather discursive communication, 
but is worth reading in its entirety.] J. W. Brown 


872. Clinical and Hemodynamic Studies of Myocardial 
Fibrosis 

R. E. Nye, F. W. Lovesoy, and P. N. Yu. Circulation 
[Circulation] 16, 332-338, Sept., 1957. 4 figs., 11 refs. 


An account is given of 3 patients seen at the Strong 
Memorial and Municipal Hospitals, Rochester, New 
York, with chronic congestive heart failure in whom a 
number of findings, including those on cardiac catheter- 
ization, suggested constrictive pericarditis. This was, 
however, excluded in all at thoracotomy. All 3 died 
within a few months of operation. Of 2 of the cases com- 
ing to necropsy, one showed widespread myocardial 
fibrosis apparently due to previous healed bacterial endo- 
carditis superimposed upon rheumatic heart disease, while 
in the other there was diffuse myocardial fibrosis of un- 
known cause. 


Reviewing these cases in retrospect the authors point | 


out certain haemodynamic features which might have 
differentiated myocardial fibrosis from pericardial con-. 
striction. Although both conditions have the same 
characteristic right ventricular pressure pattern, the early 
diastolic dip is lower in myocardial fibrosis, and the late 
diastolic plateau is higher in constrictive pericarditis, 
attaining a level of one-third or more of the systolic 
pressure. In constrictive pericarditis the authors have 
found the right atrial pressure higher (mean pressure 
over 15 mm. Hg), and that the right atrial pressure curve 
typically has a steep y descent followed by an equally 
steep ascent. J. A. Cosh 


DIAGNOSTIC METHODS 


873. Electrocardiogram and in Atrial 
Septal Defect. (Elektrokardiogramm und Phonokardio- 
gramm bei Vorhofseptumdefekt) 

S. Errert, R. Rippert, and W. ScHAvs. Archie fiir 
Kreislaufforschung [Arch. Kreisl.-Forsch.] 27, 171-188, 
Oct., 1957. 10 figs., 26 refs. 


At the First Medical Clinic of the Diisseldorf Medical 
Academy electrocardiograms and phonocardiograms 
from 50 unselected cases of atrial septal defect (in 46 of 

which the diagnosis was confirmed at operation and in 
4 by cardiac catheterization) were analysed. Incom- 
plete right bundle-branch block was present in 41 cases, 
complete right bundle-branch block in 5, and right 
ventricular hypertrophy in 2. In the 6 instances of sep- 
tum-primum defect there was marked left axis deviation, 
a QRS being more negative than —30° in all cases, 
whereas with 2 exceptions (—26° and —14°) this type of 


axis shift was not seen in the 41 cases with septum-. 


secundum defect. Furthermore, increased P—-R interval, 
prolonged intra-atrial conduction time, and high QRS 
amplitudes were common in the former group, but rare 
in the latter. There was no significant correlation 
between the right ventricular pressure, size of the left- 
to-right shunt, and the angle between the R and T vectors 
on the one hand and the delay in the intrinsicoid deflec- 
tion in Lead V1 on the other. After surgical closure of 


the septal defect the duration of QRS and the delay in | 


the intrinsicoid deflection tended to decrease. 
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In addition to the typical systolic murmur and splitting 
of the second heart sound, the phonocardiogram in a 
minority of cases also showed a protodiastolic decre- 
scendo murmur to be present. The postoperative 
changes in the murmurs and in heart size were variable. 
Complete disappearance of the systolic murmur occurred 
in only 5 cases. Gerald R. Graham 


874. Electrocardiogram and Vectorcardiogram in Right 
Ventricular Hypertrophy and Right Bundle-branch Block 
W. R. MiLnor. Circulation [Circulation] 16, 348-367, 
Sept., 1957. 8 figs., 35 refs. 


At the Johns Hopkins University and Hospital, Balti- 
more, the author has studied routine electrocardiograms 
from 181 subjects, including 32 with post-mortem evi- 
dence of right ventricular hypertrophy, 46 with electro- 
cardiographic signs of such hypertrophy or of complete 
right bundle-branch block, and 103 normal subjects. 
The following criteria were adopted for the diagnosis of 
right ventriculat hypertrophy: “QRS duration less than 
0-12 second, and either: (1) mean frontal plane QRS 
axis between +110° and +180°, or between —91° and 
+180°; or (2) R:S or R’:S ratio in V1 greater than 1-0, 
with R or R’ greater than 0-5 mv.” The validity of these 
criteria was tested by noting the number of false positive 
or false negative diagnoses made on this basis. 

It is claimed that the adoption of these criteria reduces 
the incidence of false diagnoses in normal persons 
and increases the proportion of correct diagnoses in cases 
of right ventricular hypertrophy. In the course of the 
investigation it was noted that prolongation of QRS 
duration to 0-12 second or more, with the electrocardio- 
graphic pattern of right bundle-branch block, is much 
more commonly due to coronary disease than to right 
ventricular hypertrophy, and the observation was con- 
firmed that it occasionally occurs in persons without 
apparent heart disease. 

Spatial vectorcardiograms were also recorded in 67 
cases in which the above criteria were satisfied or in which 
they were satisfied except that the QRS duration was 
0-12 second or more. The value of vectorcardiography, 
as judged from these tracings, is summed up as follows. 
“* The vectorcardiogram has proved to be a great con- 
ceptual aid in understanding the widely varying patterns 
seen in different scalar leads, but in our hands it has not 
been of much additional help in the differential diagnosis 
of right ventricular hypertrophy.” 

William A. R. Thomson 


875. Phonocardiographic Studies in Mitral Stenosis 

E. Craice. New England Journal of Medicine [New 
Engl. J. Med.\ 257, 650-654, Oct. 3, 1957. 6 figs., 
12 refs. 


The phonocardiographic findings in 37 patients with 
mitral stenosis are analysed in this article from the 
University of North Carolina School of Medicine. 
The interval between the onset of the QRS complex of 
the electrocardiogram and the beginning of the main 
vibrations of the first heart sound (the Q-1 time) was 


_ usually prolonged in these patients as compared with 


this interval in 121 normal subjects; thus the upper 
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limit of normal was found to be less than 0-074 second 
in 90% of the normal subjects, whereas it was greater 
than this figure in 90% of those with mitral stenosis. 
Delay in the first sound is thus a useful ‘indicator of the 
presence of mitral stenosis. A more quantitative 
criterion of the degree of stenosis is obtained if the interval 
between the onset of the second sound and the opening 


- snap (the 2—O.S. time), which has been shown to vary 


inversely with the severity of stenosis, is also taken into 
account; the “ phonocardiographic index” is derived ° 
by subtracting the 2-O.S. time from the Q-1 time and 
multiplying by a factor of 100. 

This index proved to be the most valuable hae 
cardiographic measure of mitral stenosis, and in 21 of the 
author’s 37 cases correlated well with the area of the 
mitral valve as estimated either at operation or by means 
of cardiac catheterization and calculation from a hydrau- 
lic formula. A high index (+2 or over) was always 
associated with a severely stenosed valve—1-2 sq. cm. 
or less in cross-sectional area. Of 12 of the patients 
who were studied by phonocardiography before and 
after valvotomy, the mitral valve was satisfactorily frac- 
tured in 11 and there was a corresponding reduction in 
the phonocardiographic index; in the remaining patient, 
on whom it was not found possible to perform valvotomy 
at operation, the index did not change. The author 
points out that the index is not entirely independent of 
heart rate and thus phonocardiograms taken during a 
period of very slow heart rate may yield misleadingly low 
values in the presence of severe stenosis; in the present 
study, therefore, the index was ignored when the duration 
of the preceding cycle was one second or more. 

S. G. Owen 


876. A Clinical Study of the Brachial Arterial Pulse 
Form: with Special Reference to the Diagnosis of Aortic 
Valvular Disease 

E. W. Hancock and W. H. ABELMANN. Circulation 
[Circulation] 16, 572-581, Oct., 1957. 4 figs., 22 refs. 


In a study of arterial pulse contours in normal and 
abnormal states the arterial pressure tracings obtained at 
Boston City Hospital in 106 out of 250 subjects investi- 
gated during the past 4 years are analysed. The 18- 
gauge needle inserted in the brachial artery was con- 
nected by rigid tubing to a manometer and the amplified 
tracing recorded on a direct-writing oscillograph. The 
criteria and methods of measurement are fully described. 

The findings in these subjects were as follows, the 
patients being divided into groups according to the type 
and severity of the lesion. (1) In 40 normal subjects the 
duration of the systolic upstroke ranged from 0-06 to 
0-20 (mean 0-11) second. Varieties of pulse contours 
included anacrotic and bisferiens forms. The older 
subjects had higher pressure, wider pulse pressure, and 
longer duration of the upstroke, which was also highly 
variable in slope. (2) In 20 patients with severe aortic 
stenosis the duration of the upstroke ranged from 0-14 
to 0-24 (mean 0-20) second—a highly significant and 
characteristic abnormality. The mean pulse pressure, 
although lower than in the older normal subjects, was — 
not a reliable guide to the severity of stenosis. The 
most typical abnormal pulse form was that with an 
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upstroke duration of 0-02 second or longer and a distinct 
notch low on the anacrotic limb, although in some severe 
cases this notch was absent. (3) In 13 patients with less 
severe aortic stenosis the pulse forms were similar, with 
an upstroke duration of 0-12 to 0-20 (mean 0-17) second. 
(4) In 20 patients with congestive heart failure without 
valvular disease—an older age group which included 5 
cases of hypertension—the upstroke duration was 0-04 
to 0-24 (mean 0-11) second. (5) In 6 patients with 
“‘free”’ aortic insufficiency the abrupt upstroke, bifid 
systolic peak, and small or absent dicrotic wave were 
inconstant and were all seen in cases without aortic in- 
competence. (6) Lastly in 7 patients with severe mitral 
insufficiency the arterial pulse forms showed rapid up- 
strokes and downstrokes, short “* systoles ’’, low dicrotic 
pressures, and prominent dicrotic waves. 

In a discussion of these findings it is concluded that 
because of the many factors affecting the peripheral 
pressure pulse the tracings are difficult to interpret as a 
clinical diagnostic test and that further studies of the 
central aortic pulse form and its modification in trans- 
mission to the periphery are indicated. R. S. Stevens 


CONGENITAL HEART DISEASE 


877 (a). Haemodynamic Effects of Squatting during 
Repose 

L. British Heart Journal (Brit. Heart J.) 
19, 559-566, Oct., 1957. 1 fig., 17 refs. F 


877 (6). Haemodynamic Effects of Squatting d 
Recovery from Exertion 

L. BrormMacuer. British Heart Journal [Brit. Heart J.| 
19, 567-573, Oct., 1957. 2 figs., 11 refs. 


The first of these papers from Guy’s Hospital, London, 
describes investigations to find out why children with 
cyanotic heart disease tend to squat even when lying 
down. Measurements of the effects of squatting on 
the resting systemic and pulmonary blood flow were first 
made in 13 ** squatters ” and 17 control subjects, includ- 
ing patients with acyanotic heart disease. [For details 
of the methods used and the findings the original should 
be consulted.]_ The author’s conclusions are as follows. 

The adoption of a squatting posture by any subject 
causes partial obstruction of the venous return from the 
lower half of the body, tending to produce a lowering of 
cardiac output. In most subjects these tendencies are 
counteracted, there being a redistribution of blood flow, 
which is reduced in the lower part of the body and 
increased in the upper, with a relative economy of cardiac 
work. Children who are habitual squatters, unlike con- 
trol subjects, adopt the position effortlessly; there is 
little increase in muscle tone or activity and little or no 
rise in oxygen utilization. The increase in blood flow 
in the upper half of the body is associated with a con- 
sistent rise in the oxygen content of superior vena caval 
blood; this in turn signifies an increase in capillary 
oxygen utilization in that part of the body which contains 
the vital centres. None of the effects of squatting could 
be reproduced by abdominal compression, and it is 
concluded that the beneficial effects of lying in a squatting 
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position are not related to increased intra-abdominal 
pressure. 

The second paper describes investigations carried out 
on 9 “* squatters ” and 10 control subjects into the effect 
of squatting in an upright position during recovery from 
exercise. With exercise the oxygen content of blood in 
the iliac veins falls precipitously, and in patients with 
cyanotic heart disease mixed venous blood with a 
correspondingly low oxygen content will pass directly 
into the arterial stream, causing a fall in arterial oxygen 
saturation. Squatting produces kinking of the main 
blood vessels of the leg, reducing arterial inflow and 
obstructing venous return and so, by reducing the 
amount of desaturated venous blood reaching the heart, 
diminishes the fall in arterial oxygen saturation. It also 
reduces the work that the heart has to perform and 
increases capillary oxygen tension in the upper part of 
the body. T. Semple 


878. Truncus Arteriosus. Clinical Study of -Fourteen 
Cases 

R. C. ANDERSON, W. OpaTa, and C. W. LILLEHE!. 
Circulation [Circulation] 16, 586-598, Oct., 1957. 6 figs., 
23 refs. 


After a discussion of the classification of various types 
of truncus arteriosus the authors report, from the Uni- 
versity of Minnesota, Minneapolis, 14 cases (verified by 
surgery or at necropsy) of true truncus ateriosus in 
which 2 pulmonary arteries were present. One case is 
described in detail to illustrate the diagnostic difficulties. 


Most of these patients died in early infancy, but 3 of them 


lived to the age of 7. 

The main features are discussed. Growth retardation 
is typical and severe respiratory infections are common. 
Cyanosis may be absent, or on the other hand severe. 
A loud systolic murmur along the left sternal border, 
usually with a thrill, was present in all the present cases, 
but a pulmonary diastolic murmur was heard only in the 
3 oldest patients; a loud, pure, second pulmonary sound 
was usually heard and a precordial bulge was commonly 
seen. In the electrocardiogram peaking of the P wave 
in Lead II was the only abnormality at all frequently 
observed. Radiography revealed biventricular enlarge- 
ment and increased pulmonary vascular markings; the 
left atrium was enlarged in half the cases, the pulmonary 
artery segment was flat in some cases or showed a promi- 
nent, high bulge in others, the ascending aorta was some- 
times enlarged, and a high “‘ hilar comma” was found 
in about half of the series. In infants the thymus gland 
may obscure the main pulmonary artery segment; its 
presence or absence is an important diagnostic point 
because absence of the segment, together with increased 
pulmonary vascular flow, occurs only in truncus arteri- 
osus or transposition of the great vessels. Angiocardio- 
graphy confirmed the diagnosis in 2 of the 7 cases in 
which it was carried out, but the proportion would prob- 
ably be higher with a biplane camera. Aortography, 
performed in one case, was helpful. On performing 
cardiac catheterization (carried out in 4 cases) it may be 


difficult to identify correctly the location of the catheter . 


tip when arterial areas are entered; the truncus can 
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usually be entered, but the pulmonary arteries present 
greater difficulty. Because of these difficulties in inter- 
preting catheterization findings truncus arteriosus, par- 
ticularly in cases with borderline systemic arterial oxygen 
saturation, is most likely to be confused with aorto- 
pulmonary defect, patent ductus arteriosus, or ventricular 
septal defect with marked pulmonary hypertension. 

R. S. Stevens — 


CHRONIC VALVULAR DISEASE 


879. Pulmonary Hypertension in Mitral Stenosis 
W. Evans and D.S. SHort. British Heart Journal (Brit. 
Heart J.| 19, 457-472, Oct., 1957. 17 figs., 31 refs. 


At the London Hospital the pulmonary vasculature 
in 24 cases of mitral stenosis was examined at necropsy, 
the object being to determine why pulmonary hyperten- 
sion occurs in some cases of this disease and not in 
others. The pulmonary vessels were examined histo- 
logically in all cases, and in 12 pulmonary arteriograms 
were studied. The vascular changes observed histo- 
logically were of two kinds—subsidiary and salient. 
The former, which were common to all cases, affected 
mainly the large vessels. The latter, found in 12 cases 
only, diffusely affected the medium-sized vessels, and 
consisted in contraction of the vessels and diffuse intimal 
proliferation with, in many cases, thrombosis. If the 


intimal change was marked there was often associated ° 


medial hypoplasia. These salient changes did not appear 
to be related to the degree of mitral stenosis or to the 
age and sex of the patient, but they were related to the 
presence of pulmonary hypertension. 

The authors conclude, therefore, that the vascular 
obstruction gives rise to pulmonary hypertension in 
these cases. They suggest that the rise in blood pressure 
acts as a stimulus to the development of intimal pro- 
liferation in susceptible patients, and that mitral valvo- 
tomy in such cases is unlikely to be of benefit. 

J. B. Wilson 


880. Life Expectation of Patients with Mitral Stenosis 
With and Without Operation 

E. DONZELOT, R. HEIM DE BALSAC, P. SAMUEL, and E. 
BeyDa. British Heart Journal (Brit. Heart J.] 19, 555- 
558, Oct., 1957. 3 refs. 


In this communication from the Clinique Cardiologique 
de la Faculté de Médecine, Paris, data are analysed from 
322 patients with mitral stenosis, 165 of whom underwent 
mitral valvotomy between February, 1951, and Septem- 
ber, 1954, and all of whom have been followed up for 
periods ranging from 20 months to 5 years. Of the 
patients treated surgically, 10 (6°%) died at or soon after 
operation, 6 (3-6%%) died later, 16 (9-7%) derived no 
benefit from cardiotomy (at which in 13 cases adequate 
valvotomy was found to be impracticable), and 133 
(80°%) were significantly improved, most returning to a 
normal life, without discomfort. 

Of the 157 patients who were not subjected to cardio- 
tomy (and most of whom had additional abnormalities 
such as mitral regurgitation), 120 were regarded as in- 
operable, while in 7 other cases some temporary contra- 


indication prevented operation; in 11 cases the degree 
of stenosis was too slight to warrant operation, while in 
19 cases the patient refused or deferred an operation for 
which there were positive indications. Of this whole 
group, 71 died, 45 became appreciably worse, and 
none improved during the period of observation; of the 
19 patients with operable disease, 11 died and only 4 
remained in a condition suitable for operation. 

These figures underline the gravity of mitral stenosis 
once severe symptoms have developed; without opera- 
tion death occurs in half of such cases within 5 years and 
in the majority within 10 years. At the same time the 
great value of valvotomy is emphasized. T. Semple 


881. The Haemodynamics of Mitral Stenosis Before and 
After Commissurotomy 
J. Dickens, L. ViLLaca, A. WoLDow, and H. GOLDBERG. 
British Heart Journal [Brit. Heart J.| 19, 419-430, July, 
1957. 3 figs., 15 refs. 


At the Hahnemann Hospital and the Bailey Thoracic 
Clinic, Philadelphia, 16 out of 58 patients were studied 
before and after valvotomy for the relief of mitral stenosis 
in order to evaluate the results of operation. Measure- 
ment of the ventricular filling pressure gradient alone was 
considered inadequate because changes in flow influence 
the haemodynamics, and combined cardiac catheteriza- 
tion was employed. Right heart catheterization was per- 
formed in the usual way, except that the patient lay prone, 
the catheter tip being positioned in the pulmonary artery. 
Catheterization of the left heart was performed directly 
through a 15-cm. 18-gauge needle inserted into the left 
atrium via the 8th or 9th intercostal space under x-ray 
screening, a polythene or nylon catheter being passed 
through the needle into the left ventricle. A Cournand 
needle was also placed in the brachial artery so that blood 
samples could be withdrawn from this and the pulmonary 
artery simultaneously. At the same time expired air was 
collected in a Tissot spirometer. The area of the mitral 
valve was calculated from the mitral valve flow and the 
ventricular filling pressure gradient by a formula (which 
is given), the mitral valve flow being calculated from the 
cardiac output (Fick method), ventricular filling period, 
and heart rate. The ventricular filling pressure gradient 
was taken as the mean left atrial pressure during ven- 
tricular filling minus the mean left ventricular pressure 
during the same period. 

The result of operation was considered to be excel- 
lent in 9 cases, since these showed a significant increase 
in mitral valve flow accompanied by a fall in the left 
ventricular filling pressure gradient. The results in the 
remaining 7 cases are discussed. There was an increase 
in mitral valve area and mitral valve flow in all cases. 
Comparison of the findings obtained by combined 
catheterization with those obtained by right heart 
catheterization only shows that the latter procedure is 
inadequate to evaluate these cases adequately. Measure- 
ments also confirmed that the left atrial pressure generally 
falls with increase of the mitral valve area. In conclusion 
the authors state that the series is as yet too small to per- 
mit of prediction of the results of valvotomy from pre- 
operative measurements. D. Goldman 
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CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


882. The Effect of Myocardial Infarction on the Size of 
the Heart 

M. M. Weiss and M. M. Weiss, Jr. . American Journal 
of the Medical Sciences [Amer. J. med. Sci.] 234, 129-135, 
Aug., 1957. 27 refs. 


In 489 patients who survived acute myocardial infarc- 
tion for at least 2 months the size of the heart was studied 
by means of serial fluoroscopic and radiographic examina- 
tions, mostly for periods varying between 1 and 10 years. 
In each case the heart was of normal size at the time of 
infarction, and in none was there any concurrent disease 
known to produce cardiac enlargement. Only 8 patients 
(1-6°%) developed enlargement of the heart, which was 
first noted 6 months to 13 years after the infarction and 
was associated in all cases with congestive heart failure. 
The latter condition is considered to be the factor respon- 
sible for cardiac enlargement in myocardial infarction. 

A. Schott 


883. Serum Lactic Dehydrogenase—a Diagnostic Aid 
in Myocardial Infarction 

R. P. MACDONALD, J. R. Simpson, and E. NOossAL. 
Journal of the American Medical Association [J. Amer. 
med. Ass.] 165, 35-40, Sept. 7, 1957. 2 figs., 17 refs. 


The activity of the enzyme lactic dehydrogenase 
(L.D.H:) in the serum was analysed in 174 patients with 
various disorders at the Harper Hospital, Detroit. The 
method of Wrdéblewski and LaDue was modified by 
diluting the serum proportionately to L.D.H. activity as 
shown by a preliminary rough assay in 40 healthy adults, 

in whom the normal range was found to be 165 to 313 
units (mean 247+33 units). 

L.D.H. activity was high in all of 44 patients with 
transmural myocardial infarction, exceeding 500 units in 
39 of these. When the time of onset of the infarction could 
be established serial estimations showed the rise in 
enzyme activity to start on the first day, reach its maxi- 
mum on the 2nd or 3rd day, and decline slowly to normal 
by the 6th to the 11th day. Extension of the infarction 
was accompanied by a delayed return to normal or a 
secondary rise in the L.D.H. value. Extreme values 
(exceeding 2,000 units) did not prove prognostically 
significant, and no correlation was attempted between the 
size of the infarct found at necropsy and the maximum 
L.D.H. value. 

Of 15 patients diagnosed as having coronary insuffici- 
ency, 5 had high L.D.H. values; but 13 suffering from 
angina pectoris all had normal values. -A raised L.D.H. 
value was found in 4 out of 12 patients in congestive heart 
failure, but here proof of myocardial damage was not 
available. In 2 patients with tuberculous pericarditis 
the serum L.D.H. value was 530 and 505 units respectively 
—approximately the value found in the pericardial fluid 
in each case. Of 2 patients with idiopathic pericarditis 
one showed a normal L.D.H. value and one a transient 
increase. Serum L.D.H. activity was also raised in 6 
patients with viral hepatitis in the acute stage, but was 
normal in 4 out of 5 patients with hepatic cirrhosis. 


_other lipoprotein fractions. 


Slight rises were also noted in 8 patients with pulmonary 
disease, including 2 with pulmonary infarction, in 11 
who had suffered cerebral vascular accidents, and in 3 
out of 7 diabetic patients in whom the disease was poorly 
controlled. 
activity seemed to be related to the extent of spread, 
being normal when the lesion was localized but elevated 
in widespread reticulosis and in a patient with liver 
metastases. In contrast to reports by other workers a 
normal L.D.H. value was found in 4 out of 5 pregnant 
women and minimal elevation in one. 


The authors conclude that determination of serum 


L.D.H. activity is of little help in evaluating liver disease 
as the rise is usually not marked and significant changes 
take place too slowly. However, it has several advan- 
tages over other enzyme estimations in the diagnosis of 
myocardial infarction, the most important being the pro- 
longed elevation of L.D.H. activity after infarction and 
the technically less complicated procedure. They advise 
serum L.D.H. estimation (1) when cardiographic changes 
are masked, (2) to detect extending infarction, (3) in 
differentiating ischaemia from actual subendocardial or 
subepicardial necrosis, and (4) in the differential diag- 
nosis of acute pain in the chest and upper abdomen. 
Celia Oakley 


884. Lipoproteins in Coronary Artery Disease 
E. M. M. BEsTERMAN. British Heart Journal [Brit. 
Heart J.] 19, 503-515, Oct., 1957. 11 figs., 34 refs. 


Since the level of circulating cholesterol has been 
shown both experimentally and clinically to be closely 
related to the occurrence of coronary atheromatosis the 
serum lipoprotein pattern in such cases has recently been 
studied in considerable detail by paper electrophoresis. 
In 1955 Dangerfield and Smith (J. clin. Path., 8; 132) 
drew attention to a “ pre-f-lipid ” band which they often 
found on electrophoresis of serum from patients with 
diabetes or nephrosis, and particularly after cardiac 
infarction. 

The present author, working at the Institute of Cardio- 
logy, London, has painstakingly confirmed the existence 
in such cases of a distinct pre-B lipoprotein which, in the 
electrophoretogram,. lies between.the 8 and «2 globulins 
and is not related either chemically or otherwise to the 
This band was present in 
serum electrophoretograms from 198 out of 200 patients 
suffering from ischaemic heart disease and from 42 
patients with aortic atheroma, but it also could be 
identified in a proportion [unspecified] of sera from 46 
control subjects under the age of 30 who were free from 
ischaemic heart disease or atheroma. There was no 
relationship between the serum cholesterol level and the 
presence or absence of the pre-f-lipid band. 

No change in extent of the pre-8-lipid band could 
be observed in 20 patients with cardiac infarction who 
were kept for 3 months on a low-calorie diet restricted to 
24 to 32 g. of fat daily or in patients receiving phenyl- 
ethylacetate. The intravenous administration of 100 
mg. of heparin to 7 patients altered the serum lipoprotein 
pattern significantly in all cases (although no such 
changes were observed after the sublingual administra- 


In malignant disease the serum L.D.H. 
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tion i” heparin), but failed to affect the pre-8-lipoprotein 
fraction. A change in the lipoprotein pattern also 
occurred in 18 men and 9 women after one month’s 
treatment with oestrogens, and here alone was a decrease 
in the pre-f-lipoprotein fraction noted, although it was 
never abolished. Z. A. Leitner 


885. Lipoprotein Patterns in Myocardial Infarction. 


Relationship between the Components Identified by Paper 
Electrophoresis and in the Ultracentrifuge 

E. B. SmirH. Lancet [Lancet] 2, 910-914, Nov. 9, 1957. 
6 figs., 14 refs. 


In this paper from the Courtauld Institute of Bio- 
chemistry, Middlesex Hospital Medical School, London, 
the author compares the extent of the “ pre-f-lipid ” 
band [see Abstract 884], scored according to the position 
of the front of the band on the electrophoretogram, in 
the serum of 83 patients suffering from recent myo- 
cardial infarction with that in serum from 120 supposedly 
healthy subjects, 50 patients with angina or old myo- 


' cardial infarcts, and 50 patients with peripheral arterial 


disease or hypertension. 

The occurrence of the pre-f-lipid in the serum of nor- 
mal subjects appears to be closely related to sex and age. 
Thus it was absent from the serum of 80% of the women 
tested (average age 40) and of 83% of the men under 30, 
but was present in moderate amounts in that of 36°% of 
the men aged 31 to 50 and of 67°%% of the men over 50. 
The frequency of occurrence of a ‘‘ moderate ” pre-B-lipid 
band in the electrophoretogram was approximately the 
same (60°%) among the patients with peripheral arterial 
disease and hypertension, those with angina or old myo- 
cardial infarcts, and healthy men of comparable age. 
A “large” pre-B-lipid band, however, was present in the 
electrophoretogram of 29°%% of the patients with angina 
or old myocardial infarction, but in only 12°% of those 
with peripheral vascular disease and in only 2 of the 
controls. 

Among patients with recent myocardial infarction the 
lipid abnormality was more pronounced at younger ages. 
A “‘ large” pre-B-lipid band was found in the electrophore- 
togram of 61% of those under the age of 50 and of 42% 
of those over this age. Only in 10% of the cases 
of fresh myocardial infarction was no pre-f-lipid band 
observed. In several patients the serum lipoprotein 
pattern was relatively normal when examined a few 
hours or a few days after the acute attack, but showed a 
conspicuous pre-f-lipid band on re-examination 2 to 3 
weeks later. Serial examinations carried out on 28 
patients after myocardial infarction showed that the pre- 
B lipid appeared within the first 5 days, increasing in 
quantity to reach a maximum between 3 and 5 weeks 
after the attack. Only in 4 cases was the serum exam- 
ined immediately before and again after infarction; in 
these cases hardly any change could be found in the lipo- 
protein pattern. 

Fractionation of serum samples in the ultracentrifuge 
confirmed that the pre-8-lipid band seen on paper electro- 
phoresis is due to a distinct type of lipoprotein, and that 
it “ can be roughly equated with the Sf 20-100 group of 
Gofman ”’. 


After comparing her own results with the 


similar findings of Gofman and of workers at Harvard 
the author modestly concludes that “‘ the fact that the 
same group of lipoproteins has been associated with 
coronary-artery disease when independently studied by 
two totally different physical methods appears highly 
significant ”’. 

[The original description by Dangerfield of the pre-f- 
lipid band is further elaborated in these excellent papers. 
Neither of the authors claims any diagnostic specificity 
for this new kind of lipoprotein, but further serial investi- 
gations of the lipoprotein pattern by the simple technique 
of electrophoresis in the same individual before and after 
myocardial infarction might greatly enlarge our present 
concept of the role of blood lipids in the mechanism of 
cardiac infarction.] Z. A. Leitner 


886. Levarterenol (Levophed) Therapy in Acute Myo- 
cardial Infarction 

E. M. Hetrer. Journal of the American Geriatrics 
Society [J. Amer. Geriat. Soc.] 5, 656-661, July, 1957. 
10 refs. 


Writing from Northwestern General Hospital, 
Toronto, the author reviews the grounds for administra- 
tion of “‘ levophed” (L-noradrenaline) in acute myo- 
cardial infarction and discusses the best time to do so. 
This hypertensive drug is stated to be eight times less 
toxic than adrenaline, but does carry the risk of aggra- 
vating or precipitating pulmonary oedema, especially in 
patients who already have congestive heart failure. 

The author’s practice is to give L-noradrenaline in acute 
myocardial infarction if the systolic blood pressure has 
remained below 90 mm. Hg, or below 100 mm. Hg in a | 
previously hypertensive patient, for one to 3 hours after 
treatment with morphine or pethidine and oxygen, but 
if shock is already present or develops there should be 
no delay in its administration. Other factors causing 
shock are treated concurrently, and digitalis ‘is given for 
congestive heart failure if present. .L-Noradrenaline is 
given by intravenous drip infusion in a solution of 5% 
dextrose in distilled water (each ml. containing 8 yg. of 
noradrenaline bitartrate), starting at a rate of 7 to 10 
drops per minute and increasing the rate to not more 
than 60 drops per minute until the systolic blood pressure 
remains at over 100 mm. Hg (or over 120 mm. Hg ina 
known hypertensive). Failing response to this treatment’ 
a second, third, or further ampoule (4 ml.) of noradrena- 
line bitartrate may be immediately added to the infusion. 
The blood pressure and urinary output should be under 
continuous observation. The treatment may be main- 
tained for one to 6 days. After its gradual withdrawal 
a fresh infusion of 5°% dextrose in distilled water is main- 
tained for 24 hours so that administration may quickly be 
resumed if necessary. 

Generally speaking, the higher the concentration of 
noradrenaline required, the less good the prognosis, but 
one of the author’s patients recovered after 3 weeks 
during which the concentration was increased to 56 pg. 
per ml. In 6 fatal cases not responding to noradrena- 
line there was exténsive infarction, while in another, 
although the response was satisfactory, there was in 
addition pulmonary congestion. It is concluded that the 
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treatment of acute myocardial infarction with nor- 
adrenaline may be life-saving at any age, but particularly 
in the elderly. 
[This paper is in the nature of a general discussion and 
no definite series of the author’s cases is presented.] 
V. Reade 


BLOOD VESSELS 


887. Some Problems of Prophylaxis and Treatment of 
Atherosclerosis. (Hexotopbie sonpocs npodunakTuku 

P. E. Luxomsky. Kaunuyecxan Meduyuna [Klin. 
Med. (Mosk.)\ 35, 82-93, No. 8, Aug., 1957. 6 figs., 
42 refs. 


The author claims it to be now generally accepted that 
Anitchkov’s concept of atherosclerosis as a metabolic 
disease associated with an excess of lipoprotein in the 
blood is substantially correct. It has been shown that 
in atherosclerosis there is a fall in the serum @-lipoprotein 
level so that the cholesterol : phospholipid ratio is low 
(1-3) and a rise in the 8-lipoprotein level so that this ratio 
is high (2-1). Other findings are cited from the literature, 
in particular the importance of disturbance of the higher 
nervous centres as a predisposing cause of atherosclerosis. 
The influence of stimulating drugs such as amphetamine 
and caffeine on the one hand and of nervous inhibitors 
such as sodium amylobarbitone and chloral hydrate on 
the other has been investigated on the lines indicated 
above, and experimental proof has been obtained that 
the depressant drugs cause a rise in the lecithin: 


' cholesterol ratio, while Shchepin has shown that the 


cholesterol content of blood from the cerebral veins is 
increased by administration of amphetamine and 
caffeine, but is lowered after giving cerebral depressants. 

The present author has therefore investigated the 
effect of more prolonged administration of sodium 
amylobarbitone on 35 patients, who were given 0-2 g. 
daily for 10 days. Not only was there a fall in the blood 
cholesterol level, but also a rise in the lecithin level; 
further, attacks of angina in these patients became much 
less frequent. The author points out that in spite of the 
tendency of ascorbic acid to increase the coagulability 
of the blood, its effect on lipid metabolism is so beneficial 
that it is permissible to give it to atherosclerotic patients 
who are not suffering from recent vascular thrombosis. 

Another suggested but disputed line of treatment of 
atherosclerosis is the use of lipotrophic substances such 
as choline. The value of this treatment was therefore 
investigated in 68 patients with coronary thrombosis, 
who were given 5 or 6 g. of choline hydrochloride daily 
intravenously for 20 consecutive days. Considerable 
relief from precordial and anginal pain was experienced 
by 39 patients, 18 were partly relieved, and 11 were 
unrelieved. In 45 cases the blood cholesterol level fell 
by 10% or more, in 8 by less than 10°, and in 14 it rose 
(in all of this last group the initial blood cholesterol level 
was under 250 mg. per 100 ml.). In 61 out of the 68 
patients the blood lecithin level rose, and in 64 the 
lecithin : cholesterol ratio was higher after treatment with 
choline than before. 


Similar results were obtained from the administration 
of vitamin B,2 (20 yg. per day for 10 days); this vitamin, 
together with folic acid, is associated with the endogenous 
production of choline and methionine. Folic acid (30 
mg. a day for 10 days) had a similar effect. It has been 
claimed that simultaneous administration of vitamin B;2 
and folic acid is more effective than either of these sub- 
stances alone. Electrophoretic examination of the serum 
in 26 cases of coronary atherosclerosis treated with 
choline and 25 treated with vitamin B,;2 and folic acid 
showed a decrease in the lipoprotein level in 20 of the 
first group and 17 of the second, the amount of decrease 
being somewhat greater in the latter group. The effect 
of “lipocaine”’ upon atherosclerosis has been studied 
only in a small number of cases as yet, but the results are 
promising. In 14 out of 16 patients given 0-6 g. of 
lipocaine per day for 20 days the lecithin : cholesterol 
ratio increased after treatment. It is concluded that 
the use of lipotrophic substances, especially of vitamin 
B;2 and folic acid, is worthy of further trial. 

L. Firman-Edwards 


888. Prognosis of Intermittent Claudication 
R. L. Ricuarps. British Medical Journal [Brit. med. 
2, 1091-1093, Nov. 9, 1957. 16 refs. : 


In this discussion of the prognosis in patients with 
intermittent claudication the author reviews the various 
conflicting opinions which have been expressed on this 
subject and reports the findings in 60 patients seen at the 
Western Infirmary, Glasgow, up to 1951 with peripheral 
arterial disease in whom the presenting symptom was 
uncomplicated claudication, cases of obvious ischaemia 
of the feet being excluded. The patients, 55 men and 5 
women ranging in age from 24 to 69 (mean 52:9) years, 
were followed up for at least 5 years or until death. 
The series included 2 cases of thrombo-angiitis obliterans 
occurring in men aged 30 and 36 respectively and 58 
cases of atherosclerosis; of the latter, the arterial occlu- 
sion was high (in the iliac artery) in 4, in the femoral or 
popliteal artery in 41, distal in 4, and asymmetrical in 9. 
The disease was unilateral in 17 cases and bilateral in 43. 
The various forms of treatment, both medical and sur- 
gical, are discussed. Of the 60 patients, 17 (28-3°%) died 
during the period of observation, 13 of them from cardio- 
vascular disease. Of the 41 survivors (excluding the 2 
cases of thrombo-angiitis), the condition improved or 
remained unchanged in 27 and became worse in 14. 
Study of the electrocardiograms in 34 cases showed that 
only 5 were within normal limits, the most common 
abnormality being evidence of myocardial infarction. 

Atheroma may be confined to one artery or even to a 
portion of a single artery, but it is commonly a generalized 
condition. There is a high incidence of cardiovascular 
symptoms, of ischaemic heart disease, and cerebro- 
vascular disease. The complaint of intermittent claudi- 
cation is often the first symptom of a generalized 
cardiovascular disease which may prove fatal within a few 
years. The prognosis as regards life, however, is not as 
serious as that of angina pectoris or of myocardial 
infarction from which the patient has apparently made a 
good immediate recovery. 
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Most British surgeons consider that lumbar sympa- 
thectomy has proved disappointing, although some of 
their American colleagues regard this operation as of 
value. It should be borne in mind in planning surgery, or 
in venturing a prognosis, that this disease is a generalized 
one which is not confined to the peripheral arterial tree 
but affects also the coronary and cerebral vessels. 

Leon Gillis 


889. Fat Ingestion, Blood Coagulation and Athero- 
sclerosis. [Review Article] 

J.R.O’BRIEN. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 234, 373-390, Oct., 1957. Biblio- 
graphy. 


SYSTEMIC CIRCULATORY DISORDERS 


890. Chlorothiazide: a New Type of Drug for the 
Treatment of Arterial Hypertension 

W. HOLLANpDeR and R. W. WiLkiIns. Boston Medical 
1957. 
3 figs. 

Chlorothiazide, a new non-mercurial oral diuretic 
which is known to exert a hypotensive action, was tried 
in the treatment of 51 patients suffering from arterial 
hypertension, and the results are reported in this paper 
from Boston University School of Medicine. After a 
3-month period of observation during which no treat- 
ment or standard anti-hypertensive treatment was given 
chlorothiazide therapy was started, the dosage of the 
drug being 250 mg. 3 times a day for periods of 1 to 3 
months, alternating with control periods. The drug 
was given alone to 17 patients, and in 9 of these it exerted 
a definite hypotensive effect but had little or no influence 
on body weight or urinary output; the reduction in blood 
pressure was apparent after 1 to 3 weeks’ treatment. 
When chlorothiazide was given in addition to reserpine, 
hydrallazine, veratrum, or “‘ B.A.S. ”’ (benzyl analogue of 
serotonin) the hypotensive effect was enhanced in about 
three-quarters of the patients. The effective dose varied 
between 125 mg. 3 times a day and 250 mg. 4 times daily, 
the reduction in blood pressure being apparent 5 to 21 


days after the start of chlorothiazide administration. . 


The drug was very effective when given with ganglion- 
blocking agents or to patients who had undergone 
splanchnicectomy; the average dose in these cases was 
125 mg. 3 times a day, the effect being observed in 6 
hours to 7 days. 

In general chlorothiazide was well tolerated, but 20% 
of the patients experienced moderate weakness and fatigu- 
ability and in several there was a distinct reduction in the 
serum potassium level. The drug appeared to exert a 
hypotensive action in many patients without congestive 
cardiac failure whose dietary intake of sodium was nor- 
mal. The authors state that this hypotensive action is 
not shared by other oral diuretics and may be indepen- 
dent of the diuretic action of the drug. They conclude 
that chlorothiazide is a distinctly new type of hypotensive 
agent, especially useful in the treatment of hypertension 
whether complicated or not by congestive cardiac 
failure. Bernard Isaacs 
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891. Electrolyte and Water Excretion in Arterial Hyper- 
tension. I. Studies in Non-medically Treated Subjects 
with Essential Hypertension 
W. HOLLANDER and W. E. Jupson. Journal of Clinical 


Investigation [J. clin Invest.] 36, 1460-1469, Oct., 1957. 
4 figs., 9 refs. 


The authors report, from Boston University School of 
Medicine, the effects of intravenous infusion of 5°% sodium 


‘ chloride solution on renal haemodynamics and electro- 


lyte excretion in 8 normotensive subjects (Group 1), 
9 hypertensive patients (Group 2) and 8 hypertensive 
patients who had undergone bilateral thoraco-lumbar 
sympathectomy (Group 3). All the groups showed a 
significant increase in‘renal plasma flow during infusion, 
and in Group 2 this increase was prolonged into the post- 
infusion period. Only in Group 2 was there a significant, 
though small, increase in the glomerular filtration rate. 
In all 3 groups a significant increase was noted in sodium 
excretion during and following infusion, but the increases 
were significantly greater in Groups 2 and 3. Also the 
patients in these two groups showed a slight increase in 
potassium excretion and a significant increase in urine 
flow during and after infusion. The administration of 
vasopressin to 4 hypertensive patients in the post- 
infusion period failed to decrease urine flow, thus 
demonstrating the osmotic diuretic effect of sodium. 
Differences between the groups in the renal tubular 
disposal of sodium were not appreciably altered by 
varying the dietary sodium intake. Previous expansion 
of the extracellular fluid volume by infusion of isotonic 
saline solution in 2 normotensive subjects failed to 
augment sodium excretion in response to infusion of 
hypertonic saline. Analysis of the results for the 3 
groups separately revealed no high degree of correlation 
between blood-pressure level and renal excretory response 
to hypertonic saline; this is interpreted by the authors 
to indicate that other factors are operating to enhance 
sodium excretion in hypertension, and the possible roles 
of such factors as dietary sodium intake, extracellular 
fluid volume, total body sodium content, and adrenal 
cortical function are discussed. K. G. Lowe 


892. The Medical Treatment of Arterial Spasm and 
Endarteritis Obliterans. (A propos du_ traitement 
médical des spasmes artériels et des artérites oblitérantes) 
C. Lian. Presse médicale [Presse méd.] 65, 1477-1478, 
Sept. 18, 1957. 2 refs. 


The author reports the results obtained with “ rau- 
basine ”, one of the active principles of Rauwolfia serpen- 
tina, in the treatment of 91 patients with Raynaud’s 
disease, obliterative arterial disease of the legs, or angina 
pectoris. Of 9 patients with Raynaud’s disease, 8 showed 
improvement after taking raubasine orally in a dosage 
of 3 to 6 mg. daily for 2 or 3 weeks, both clinical and 
objective improvement being recorded. The results in 
the 27 patients with obliterative arterial disease were 
inconstant, but the case histories of 4 patients with sub- 
jective and objective improvement are given in detail; 
in many cases there was marked improvement in the 
peripheral pulses after therapy. Of the 55 patients with 
angina pectoris, about one-quarter showed improvement 


n 

n, 

us 

30 

en 

b- 

ith ’ 

id 

he 

ise 

ect 

ied 

are 

of 

rol 

hat 

nin 

5 

JJ 

vith 
ous 

this | 
the 

eral | 
was | 
mia 
id 5 

ars, 

ath. > 
rans 
58 

clu- 
il or 

in 9. 

1 43. 

sur- 

died 

‘dio- 

he 2 

d or 
14. 
that 

mon | 
1. 

toa 
lized 

cular 

ebro- 
audi- 

lized 

afew 

ot as 

urdial 

ade a | 


278 CARDIOVASCULAR SYSTEM 


as a result of the treatment. No serious side-effects 

were observed, but dyspepsia was common and 2 

patients developed urticaria and one gingivitis. : 
I. McLean Baird 


893. Results of Lumbar Sympathectomy in Peripheral 
Vascular Disease. An Evaluation of Preoperative 
Laboratory Tests 

E. A. Husni and F. A. Simeone. A.M.A. Archives of 
Surgery [A.M.A. Arch. Surg.] 75, 530-541, Oct., 1957. 
4 figs., 35 refs. 


The reliability of various preoperative tests for pre- 


- dicting the clinical results of lumbar sympathectomy was 


assessed at the City Hospital (Western Reserve University 
School of Medicine), Cleveland, on 72 patients with 
peripheral vascular disease, the total number of opera- 
tions performed being 107. The majority of the patients 
had obliterative arterial disease; a few had post-phlebitic 
and other syndromes. Tests were carried out before 
sympathectomy in a room maintained at a constant 
temperature of 20 to 21°C. After the skin temperature 
of the toes, measured electrically, had become stable the 
rate of blood flow and digital pulse volume were deter- 
mined by venous occlusion plethysmography. Reflex 


vasodilatation was then induced by distant body heating, 


and after the digital skin temperature had again become 
stable the readings were repeated. When there was little 
or no response to distant body heating the posterior 
tibial nerve was blocked with procaine and readings again 
taken. After operation readings of skin temperature, 
blood flow, and digital pulse volume were taken after 
stabilization in the same room and at the same environ- 
mental temperature. Correlation of the data obtained 
showed that whereas an increase in digital blood flow 
from 0 to 1 ml. per 5 c.cm. of toe per minute resulted in 
a rise in skin temperature from 20° to about 35° C., any 
further increase in blood flow had little effect on the skin 
temperature. A similar relationship was found between 
blood flow and pulse volume. 


The rise in skin temperature immediately after lumbar 


sympathectomy was found to approximate fairly closely 
to that observed before operation after reflex vasodilata- 
tion, while the addition of posterior tibial nerve block 
was found to give a rather better indication of the im- 
mediate effect of sympathectomy in limbs with severe 
disease which showed little response to distant heating 
alone. Very similar correlations were obtained between 
the blood flow and pulse volume after operation and the 
values observed in the preoperative tests. 

Intermittent claudication was present before operation 
in 31 of the patients treated (44 limbs). After operation 
this symptom was abolished in about one-quarter of the 
limbs concerned. However, 7 of the 11 patients with 
intermittent claudication whose preoperative skin-tem- 
perature response to distant heating was classified as 
“* excellent’ (temperature rising to 31°C. or more) 
had no pain on exercise when retested one to 6 years 
after operation, compared with only one out of 8 with a 
“poor” temperature response. Furthermore, sympa- 
thectomy performed in the hope of obviating or limiting 
amputation was uniformly successful in that aim in cases 
in which the preoperative response was “ excellent ”’. 


At the same time one-half of the patients giving an un- 
satisfactory preoperative response also benefited in the 
same way. 

It is suggested that when skin blood flow is the clinical 
feature in which improvement is most necessary, benefit 
from sympathectomy can be predicted if good vaso- 
dilatation is obtained in the preoperative tests employed 
in this study, but that this is not the case when improve- 
ment in muscle blood flow is the essential requirement. 
The authors emphasize, however, that in view of the 
number of patients whose condition was improved by 
sympathectomy despite unsatisfactory preoperative re- 
sponses it cannot be held that sympathectomy is contra- 


indicated in such cases; they recommend that laboratory | 


tests be omitted or adverse results disregarded when 
sympathectomy is indicated on clinical grounds. 
C. J. Longland 


PORTAL CIRCULATION 


894. Porto-caval and Porto-pulmonary Anastomoses in 
Laénnec’s Cirrhosis and in Heart Failure 

P. CALABRESI and W. H. ABELMANN. Journal of Clinical 
Investigation [J. clin. Invest.] 36, 1257-1265, Aug., 1957. 
5 figs., 31 refs. 


In an investigation carried out at Harvard Medical 
School, Boston, into the possibility of anastomoses 
between the portal venous system and the pulmonary 
venous system in patients with cirrhosis of the liver a 
radio-opaque mixture of lead and gelatin (which does 
not enter vessels less than 40 1: in diameter) was injected 
under pressure into the portal vein of 20 human cadavers. 
Of these subjects, 6 had died of cardiac failure, 10 of 
hepatic cirrhosis, and 4 of non-cardiac and non-hepatic 
disease. By means of ligating the superior and inferior 
venae cavae near the heart, the splenic vein near the 
spleen, the superior and inferior mesenteric veins, the 
portal vein near the porta hepatis, and the pulmonary 
artery and aorta near the heart any anastomoses existing 
between the portal and other venous systems could be 
studied. The methods are fully described. 

Non-capillary portacaval anastomoses were normally 
present, but were much increased in the cases of cirrhosis, 
and the short gastric and coronary veins formed anasto- 
moses with both the submucosal and peri-oesophageal 
venous plexuses. The peri-oesophageal plexus in cirrhosis 
also anastomosed freely with the mediastinal, pleuro- 
pericardial, and azygos veins. In 4 of the cirrhotic 
subjects the mediastinal veins anastomosed with the 
bronchial veins, and in 2 of these cases material injected 
into the portal system was found in the pulmonary veins 
and left atrium. The significance of these anastomoses 
is discussed and it is suggested that the unsaturation of 
arterial blood observed in patients with hepatic cirrhosis 
may well be due to the presence of such anastomoses. 
The authors, however, are careful to point out that the 
anatomical discovery of an anastomotic channel does 
not provide information about the direction or extent of 
blood flow through such a channel, but there is strong 
presumptive evidence that the direction of flow is 
hepatofugal. W. H. Horner Andrews 
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Clinical Haematology 


895. An Evaluation of the Microspectrographic Diag- 
nosis of Aplastic Anaemia 


K. W. KEOHANE and W. K. Metcatr. British Medical 


Journal (Brit. med. J.] 2, 981-982, Oct. 26, 1957. 3 figs., 
10 refs. 


Differences in the spectroscopic absorption curves of the 
haemoglobin in individual erythrocytes in leukaemia and 
in aplastic anaemia have been reported by Kobayashi and 
Watanabe (Keio J. Med., 1955, 4, 135). Writing from 
the University of Bristol, the present authors show that 
experimental errors in technique could have produced 
these reported differences in absorption. Their own 
preliminary results indicate that intracellular haemoglobin 
and extracellular haemoglobin have identical absorption 
maxima at all wave lengths in the visible spectrum, and 
that in the erythrocytes of patients suffering from a wide 
variety of haematological disorders, including aplastic 
anaemia, the Soret absorption band can be demonstrated 
with monochromatic violet light. 

Since the treatment of leukaemia and aplastic anaemia 
may be diametrically opposite it is considered import- 
ant to draw attention to the possible danger of relying on 
this method of differentiating the two conditions. 

A. Ackroyd 


896. Uropepsinogen Excretion in Patients with Perni- 
cious Anaemia and in Subjects with Simple Achlorhydria. 
[In English] - 

H. Hostrup and P. BAsTRUP-MADSEN. Acta medica 
Scandinavica [Acta med. scand.| 158, 193-201, Sept. 6, 
1957. 3 figs., 18 refs. 


The authors, from Aarhus Amtssygehus, Denmark, 
report an investigation of the urinary excretion of pep- 
sinogen in patients with and without pernicious anaemia. 
The zymogen was assayed by the method of Bucher 
(Gastroenterology, 1947, 8, 627), as follows: pepsino- 
zen was converted at pH 1:75 into pepsin, which was 
allowed to digest a standard solution of haemoglobin for 
60 minutes at 38° C.; trichloracetic acid was then added, 
‘ollowed by a phenol reagent, the intensity of the sub- 
sequent blue colour being compared with that of standard 
solutions of tyrosine in a Zeiss spectrophotometer with 
a monochromator M4Q at a wave length of 620 
mp. The results of uropepsinogen assay were expressed 
in terms of mg. of tyrosine in the 24-hour output 
of urine. 

The average value for pepsinogen excretion in 19 
subjects with proved pernicious anaemia (43 mg. of 
tyrosine per 24 hours) was lower than that in 19 patients 
with simple histamine-fast achlorhydria (136 mg. per 24 
hours). Both these values were lower than that recorded 
for 5 healthy subjects (357 mg. per 24 hours). The 
results showed a wide scatter, however, and in some 
patients with proved pernicious anaemia and simple 
achlorhydria the values were within the normal range. 
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There was some correlation between urinary pepsino- 

_ gen excretion and the severity of the anaemia, but no 

correlation was observed between excretion and the age 

of the patient or duration of the disease. The authors 

conclude that in an individual case the urinary level of 

pepsinogen is of no value in distinguishing pernicious 
anaemia from simple achlorhydria. D.G. Adamson 


897. Leukemia or Lymphoma and Coexistent Primary 
Malignant Lesions: a Review of the Literature and a Study 
of 120 Cases 
C. G. MoerTeL and A. B. HAGEDORN. Blood [Blood] 12, 
788-803, Sept., 1957. 4 figs., bibliography. 


A review of the literature on the incidence of coexisting 
primary malignant disease and leukaemia or lymphoma 
revealed a total of 194 cases. Of 2,134 patients with 
leukaemia seen at the Mayo Clinic between 1944 and 
1953, 52 (2-4°%) had an additional primary malignant 
lesion, and of 2,340 patients with lymphoma, 68 (2-9°%) 
had also another malignant lesion. The diagnosis of leu- 
kaemia was established on examination of smears of 
peripheral blood or specimens of bone marrow and that 
of lymphoma or other malignant lesions on histological 
examination of biopsy or post-mortem material. The 
authors consider that a closer approximation of the true 
incidence of a primary malignant lesion complicating 
leukaemia or lymphoma is provided by the findings at 
necropsy, when other primary malignant lesions were 
found in 17 out of 204 (8-3°%) patients with leukaemia 
and in 13 out of 201 (6:5°%%) with lymphoma. While it 
was impossible to make a statistically valid comparison, 
the authors suggest that the incidence of other malignant 
lesions ‘“‘ probably equals and perhaps. exceeds” that 
among subjects of comparable age in the general popula- 
tion. There was no evidence to suggest that either leu- 
kaemia or lymphoma predisposed to any specific type 
of primary malignant lesion. Discussing the 2 cases of 
Kaposi’s sarcoma in the present series, the authors 
state that the coexistence of this lesion and leukaemia or 
‘lymphoma probably represents a morphological variant 
of the same basic reticuloendothelial disorder. The 
importance of recognizing another primary malignant 
disease in patients with leukaemia or lymphoma is 
emphasized. Mary D. Smith 


898. Serum Vitamin Bi2 in Leukemias and Malignant 
Lymphomas 
M. RACHMILEwITz, G. IZAK, A. HOCHMAN, J. ARONO- 
vitcH, and N. Grossowicz. Blood [Blood] 12, 804- 
813, Sept., 1957. 4 figs., 9 refs. 


The serum vitamin-B;2 (cyanocobalamin) level and its 
maximum binding capacity for the vitamin were 
investigated at the Hebrew University-Hadassah Medical 
School, Jerusalem, in 67 patients suffering from various 
forms of leukaemia and malignant lymphoma. With a 
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modified Escherichia coli method of assay it was found 
that the serum vitamin-B;2 level in healthy subjects 
ranged from 200 to 500 yg. per ml. In patients with 
chronic myeloid leukaemia the serum vitamin-B;2 level 
was high (1,100 to 25,000 ug. per ml.); after x-ray 
therapy or administration of cortisone the level fell, but 
did not always remain low. 

The total binding capacity of the serum for vitamin B;2 
was determined in 15 patients. In 5 out of 6 with chronic 
myeloid leukaemia no unbound vitamin B,2 was present 
in the serum, and the binding capacity ranged from 3,500 
to 8,000 wg. per ml. (normal 1,200 to 2,000 ug. per ml.); 
in the remaining case some vitamin B,2 was presert in 
unbound form. In one case of myelosclerosis with a 
normal serum vitamin-B;2 level the binding capacity of 
the serum was increased; when the serum concentration 
rose the binding capacity increased to 6,000 zug. per ml. 

Arise in the serum concentration of, or binding capacity 
for, vitamin B;2 seemed to indicate marrow myeloid 
hyperplasia of leukaemic nature, a finding which; the 
authors consider, may be useful in differentiating 
between the various types of acute leukaemia, in distin- 
guishing leukaemic transformation in polycythaemia 
vera, and in revealing extramedullary myeloid metaplasia 
in myelosclerosis. Mary D. Smith 


899. Febrile Transfusion Reactions Caused by Sensitivity 
to Donor Leukocytes and Platelets 

T. E. BrittincHaM and H. CHAPLIN. Journal of the 
American Medical Association [J. Amer. med. Ass.| 165, 
819-825, Oct. 19, 1957. 7 figs., 9 refs. 


The hypothesis that unexplained transfusion reactions 
may be due to the presence of agglutinins affecting leu- 
cocytes or platelets was examined at Washington Uni- 
versity School of Medicine and Barnes Hospital, St. 
Louis, Missouri. Since transfusion reactions not 
apparently due to the presence of unsuspected erythrocyte 
agglutinins are especially liable to occur in patients who 
have received multiple transfusions, 5 patients who had 
had 20 to 85 transfusions and were known to be prone to 
febrile transfusion reactions were selected, the controls 
being 5 patients who had received only 2 to 7 trans- 
fusions each and had no history of reactions. The 
blood to be given was separated by differential centrifuga- 
tion into two fractions—Fraction 1 containing few leu- 
cocytes and platelets, which were mostly concentrated in 
Fraction 2. For example, in the blood used for trans- 
fusing one of the patients Fraction 1 contained 50 
leucocytes and 3,500 platelets per c.mm., whereas Frac- 
tion 2 contained 59,400 leucocytes and 1,220,000 platelets 
perc.mm. This leucocyte-rich Fraction 2 caused trans- 
fusion reactions in all 5 patients tested, and leucocyte 
agglutinins against the donor leucocytes were found in 
every case, varying in titre from 1 in 4 to 1 in 512. 
Fairly strong platelet agglutinins were found in only 
one case and weak agglutinins in 2 others. Fraction 1 
caused no reaction in any of the 5 patients. The control 
patients showed no reactions to either Fraction 1 or 
Fraction 2. The authors suggest that since donor 
leucocytes have thus been shown to be effective antigens 
likely to cause transfusion reactions, blood to be given 
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to patients with a history of such reactions should be 
freed as far as possible from the buffy coat of leucocytes 
and platelets. M. C. G. Israéls 


900. The Association of Febrile Transfusion Reactions 
with Leuko-agglutinins. [In English] 

R. Payne. Vox Sanguinis [Vox Sang. (Basel)] 2, 233- 
241, Sept., 1957. 6 refs. 


The study here reported from Stanford University 
School of Medicine, San Francisco, was prompted by the 
author’s earlier observation (A.M.A. Arch. intern. Med., 
1957, 99, 587; Abstr. Wild Med., 1957, 22, 249) that 
patients with demonstrable agglutinins active against 
leucocytes frequently developed febrile reactions to 
whole-blood transfusions. The author now reports that 
examination of the serum of 49 patients suffering from 
a variety of diseases who had had transfusion reactions 
showed that leuco-agglutinins were present in 32 cases 
(65%). In contrast, only 7 of the 49 patients had 
abnormal erythrocyte antibodies, and 5 of these had 
leucocyte antibodies as well. In a further group of 15 
patients who received multiple transfusions serial testing 
revealed the appearance of leuco-agglutinins after 8 or 
more transfusions, and also that there was close corre- 
spondence between the occurrence of the first febrile 
reaction and the demonstration of antibodies. 

For the prevention of such reactions blood was pre- 
pared for transfusion by removing the buffy coat and the 
plasma, washing the .erythrocytes, and resuspending 
them in 5°% glucose in saline. Blood thus prepared 
contained either no leucocytes or fewer than 200 per 
c.mm. Its transfusion was not followed by febrile reac- 
tions in patients who had formerly reacted to whole-blood 
transfusion and in whose serum leuco-agglutinins could 
be demonstrated. A. G. Baikie 


901. The Elimination of Transfusion Reactions in Cer- 
tain Cases by the Use of Blood with Diminished Leucocyte 
Content. (Elimination de certains chocs transfusionnels 
par l'utilisation de sang appauvri en leucocytes) 

J. Dausset, A. Fonseca, and H. Brecy. Vox Sanguinis 
[Vox Sang. (Basel)| 2, 248-256, Sept., 1957. 3 refs. 


The authors describe a patient suffering from aplasia 
of the bone marrow and pancytopenia of several years’ 
standing in whom transfusions of whole blood were 
attended by violent reactions manifested by rigors, 
diarrhoea, and an abrupt rise of temperature to 39° to 
40° C. (102° to 104° F.), but without haemoglobinuria 
or jaundice. The first reaction occurred with the 19th 
blood. transfusion and leuco-agglutinins were demon- 
strated after the 35th transfusion: In this patient it was 
found, however, that plasma, plasma rich in platelets, or 
blood in which the leucocyte content had been reduced 
to 1,300 per c.mm. could be infused without reaction. 
A convenient technique for the preparation of blood of 
low leucocyte content is described in detail: briefly, 
previously packed cells are removed by aspiration from 
beneath the buffy coat and then resuspended in an equal 
volume of normal saline solution. Such a preparation 
has been given to this patient on 11 occasions so far 
without any untoward reaction. A. G. Baikie 
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Otorhinolaryngology 


902. Histopathology of Stapes Ankylosis 

E. P. Fow.er. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.| 66, 127-137, Aug., 1957. 
13 figs., 26 refs. 


The author emphasizes the importance of ankylosis 
of the stapes, especially in relation to attempts at mobiliza- 
tion. Movement of the stapes can be hampered by other 
conditions than otosclerosis, and in otosclerosis fibrous 
as well as bony obstruction can occur. The essential 
feature is the limitation of endolymph movement, and 
it is not always possible to estimate the degree of deaf- 
ness which will be caused by such impedance. Although 
the most common site of an otosclerotic focus is the 
anterior crus and adjoining part of the foot-piece, the 
author agrees that this is not always the case. In his 
specimens he has distinguished 10 types of stapes fixation, 
varying from fibrous adhesions across the promontory 
from the anterior border of the oval window (due either 
to inflammatory process or to otosclerosis) to massive 
bony ankylosis involving almost all of the foot-piece. 
In many of these specimens it seems most improbable 
that it would be possible to mobilize the foot-piece by 
Rosen’s method or any modification of it, and the 
author suggests that when “ mobilization” succeeds 
what really happens is that the foot-piece is fractured and 
probably, in cases with the best results, also one of the 
stapedial crura. As the foot-piece is derived from the 
enchondral labyrinthine capsule bone it, like the laby- 
rinth, does not heal by bony union. Acting on this 
idea he has recently practised division of the anterior 
crus, with good results. It is difficult to explain, on the 
basis of current views of the function of the ossicles, how 
nearly normal hearing can be preserved or attained after 
fracture of both crura; nevertheless, this certainly does 
appear to happen. F. W. Watkyn-Thomas 


903. Mucocele of the Sphenoid Sinus 
A. H. Nerrson. A.M.A. Archives of Otolaryngology 


[A.M.A. Arch. Otolaryng.| 66, 157-164, Aug., 1957. 
9 figs., 27 refs. 


Mucocele of the sphenoid sinus is very rare; 300 cases 
of frontal sinus mucocele have been recorded, but not 
more than 25 of sphenoid mucocele (only 3 in the U.S.A.). 
In many cases the condition is wrongly diagnosed as 
malignant neoplastic disease. The average age of inci- 
dence for all mucoceles is about 40 and the sexes are 
equally affected. There is no satisfactory explanation 
of the aetiology. In some cases injury has been sug- 
gested as a cause, but there are many cases of frontal and 
maxillary mucocele without any such history. Occlusion 
of the nasal exit has been suggested, but again in many 
cases there has been no such history; moreover there have 
been many cases of nasal occlusion without any sign of 
mucocele. In some cases there is evidence of previous 


low-grade inflammatory change, but this too is not 
invariable. It seems justifiable to regard all mucoceles, 
in whichever sinus they occur, as essentially similar. 
Because of the close anatomical relation of the sphenoid 
sinus to the optic nerves, the cavernous sinus, and the 
brain, extension of a sphenoid mucocele causes symptoms 
from pressure on these structures. Thus the patientis 
usually first seen by the ophthalmic surgeon because of 
eye symptoms, and radiographs show bone destruction 
apparently due to neoplastic invasion and of such- 
extent as to preclude surgery. For this reason in some 
cases deep x-ray therapy has been tried, and only when 
this proved ineffective has surgical exploration been 
undertaken. 

The case here described, in a woman aged 41, had been 
first diagnosed on the radiological findings as tumour 
at the base of the skull. The patient had complained of 
diplopia, pain over the left eye, and headache. In the 
nose and nasopharynx the only abnormality found was 
obstruction of the left side of the nose by polyps. It was 
then ascertained that she had had sinusitis “‘ as far back 
as she could remember”, and 18 months before this 
examination had had polyps removed from the left side 
of the nose, during which operation some thick, dark 
fluid had been observed to ooze out. The possibility of 
a mucocele was considered, but in view of the rarity of 
this condition it was decided first to try deep x-ray 
therapy. As no improvement occurred in 5 weeks, 
operation was performed. A mass of polyps was 
removed, and it was found that the bony roof of the 
ethmoid was eroded away. The anterior sphenoid wa!l 
seemed normal, but a probe passed into the ostium 
entered a cavity apparently without a posterior bony 
wall. The sphenoid was opened with a punch, and a 
large cavity (estimated to measure 5X4xX4 cm.) was 
found which was full of a sticky substance that took 
nearly an hour to remove. Pulsating dura was visible in 
the roof of the cavity. The patient rapidly recovered, 
but 11 months later reported trouble on the other side. 
As this nostril was also filled with polyps and the radio- 
graph showed clouding of the antrum, ethmoid, and 
sphenoid, a second operation was performed. In the 
ethmoid a sticky substance was found, very like that 
removed from the sphenoid at the first operation; in 
the sphenoid and antrum, however, there was only 
thickened mucosa and mucopurulent secretion. The 
patient made a rapid recovery and now, a year after 
the second operation, is symptom-free. 

F. W. Watkyn-Thomas 


904. Deafness Surgery: an [Review 
Article] 


R. HENNER. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 234, 468-473, Oct., 1957. 34 refs. 
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L. GotpMaAN, G. S. GorDAN, and E. L. CHAMBERS. 
Annals of Surgery [Ann. Surg.] 146, 407-416, Sept., 1957. 
6 figs., 12 refs. 


The authors review their experience at the University 
of California School of Medicine, San Francisco, in the 
diagnosis of hyperparathyroidism during the past 23 
years. During the first 21 years of this period only 10 
such patients were seen, all but one of whom had evidence 
of bone disease, but during the last 2 years of the study, 
following the referral of many patients with renal calculi 
and the use of modern laboratory methods of diagnosis, 
23 cases have been diagnosed, making a total of 33. In 
only 2 of these later cases was there evidence of bone 
disease, as shown by an increased serum alkaline-phos- 
phatase level and by abnormalities revealed on radio- 
graphic and biopsy examination; but 7% of all patients 
referred to the authors with renal calculi and hyper- 
calciuria were found to have hyperparathyroidism, 18 of 
the present 23 cases having been diagnosed in this way. 
No fewer than 14 of the 23 (almost 60°%%) showed normal 
serum phosphate levels in the absence of renal insuffi- 
ciency, and several patients had only slightly raised serum 
calcium levels. 

The diagnosis of hyperparathyroidism in these cases 
was made on the basis of a more sensitive test, namely, 
assessment of the tubular reabsorption of phosphate 
(T.R.P.), performed by a simplified method as follows. 
The glomerular phosphate excretion can be estimated 
from the glomerular filtration rate (measured by creati- 
nine clearance) and the serum phosphate level. The 
urinary phosphate excretion represents the fraction of the 
glomerular phosphate filtrate which is not reabsorbed in 
the tubule. The creatinine clearance and phosphate 
excretion are determined during the same period and 
with reference to the same volume of urine; as these 
factors appear on both sides of the equation they can 
be cancelled out. The simplified formula which results 


U.P. 
is: T.R-P.=1—-Toxsp’ where U.P. and U.C. and 


S.P. and S.C. are the urine and serum concentrations 
of phosphate and creatinine respectively. In order to 
reduce errors due to postprandial fluctuations of the 
serum phosphate level, the urine is collected for a period 
of from 4 to 12 hours overnight and the blood sample 
taken at the end of this period, before breakfast. Out 
of 22 patients with proved hyperparathyroidism the 
T.R.P. value was consistently below the normal range of 
80 to 90% in 21. However, it is pointed out that low 
levels of phosphate reabsorption occur in many other 
disorders and the test is not specific. After successful 
surgical correction of hyperparathyroidism the authors 
found that the tubular reabsorption of phosphate rose 
to normal levels or, in many cases in the immediate 
postoperative weeks, temporarily to above the normal 
level. 
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Endocrinology 


The authors also describe their more limited experience 
of the use of the calcium tolerance test, in which the effect 
of an infusion of calcium upon the serum and urinary 
phosphate levels is observed. H.-J. B. Galbraith 


THYROID GLAND 


pool Granulomatous Thyroiditis (De Quervain’s Thyroi- 
L. B. WooLNer, W. M. McConauney, and O. H. BEAHRs. 
Journal of Clinical Endocrinology and Metabolism [J. 
clin, Endocr.] 17, 1202-1221, Oct., 1957. 9 figs., 16 refs. 


Of the several synonymous terms in common use for 
the disease of the thyroid gland first described by de 
Quervain in 1904 the authors prefer the name granuloma- 
tous thyroiditis as being most descriptive of its basic 
pathology. It is generally thought to be a rare disease, 
but an analysis of its incidence at the Mayo Clinic be- 
tween the years 1930 and 1956 showed that there were 
108 cases, proven pathologically, compared with 20 of 
invasive fibrous thyroiditis (Riedel’s struma). During the 
last 5 years of the 27-year period 125 clinical cases 
were seen, of which 37 were proven histologically, while 
only 3 cases of Riedel’s struma and 1,250 cases of 
Graves’s disease were seen in the same period. 

The clinical course of the 108 proven cases is analysed. 
The disease was over 3 times more common in women 
(84 cases) than men (24); the ages ranged from 29 to 
73 years, with a mean of 49. In most cases the disease 
appeared to have existed for only short periods (up to 4 
months), but in about 10% a goitre had been present 
for various periods up to 32 years. A surprising feature 
was that about a third, 37 (34°), of the patients had no 
symptoms other than the swelling of the thyroid gland; 
the others usually complained of pain and tenderness in 
the region of the gland or referred to the ears or jaws, 
with fever, malaise, dysphagia, and symptoms of recent 
pharyngitis or upper respiratory infection. Estimation 
of the basal metabolic rate gave a wide range of results, 
but it was more than +15°% in about one-quarter of 
those with syniptoms. The erythrocyte sedimentation rate 
was usually increased—range 8 to 124 mm. with a mean 
of 63-5 mm. in one hour [presumably by the Westergren 
technique]. 

Although it is usually believed that the uptake of radio- 
active iodine by the thyroid is nil in such cases, of the 
13 patients in the series subjected to this test, 5 had a 
normal, 7 a low, and one an increased uptake; this last 
patient also had Graves’s disease. In 3 of the 5 patients 
with a normal uptake it was shown that in the diseased 
part of the gland uptake was very poor or nil. Of the 
108 patients, 19 were either frankly hyperthyroid or sus- 
pected of being so; 4 of these were thought to have had 
Graves’s disease in addition to the thyroiditis, and in the 
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ENDOCRINOLOGY 


other 15 cases it was considered that the symptoms of 
toxicosis were due to the release of excess amounts of 
hormone as the result of destruction of the thyroid tissue 
by the thyroiditis. The gross pathological findings 
varied according to the stage of the disease. There was 
usually some degree of adherence of the capsule to the 
gland and to the surrounding structures, but almost 
always the gland could be readily separated. The 
enlargement was usually moderate, the affected lobes 


being about 14 to 3 times the normal size. In 54 cases. 


only one lobe was affected, the right lobe in 38 cases and 
the left in 16; in these unilateral cases the disease tended 
to be milder. 

The histological appearances are described. In some 
cases the abnormal tissue was sharply demarcated, in 
others it blended with normal tissue, and occasionally 
the whole gland was involved, only a few scattered foci 
of normal tissue remaining. The disease apparently 
started in normal tissue, although an adenoma was also 
present in 15 cases, carcinoma in one, and Graves’s 
disease in 2. Microscopically, there was destruction of 
normal follicular epithelium and leucocytic infiltration. 
Sometimes in’ the early stages the collections of cells 
were composed entirely of polymorphonuclear leucocytes, 
giving the impression of micro-abscesses. Somewhat 
later there was a tuberculoid response, followed by 
disappearance of colloid and by fibrosis. In many cases 
the disease was at different stages in different parts of the 
gland. 

Although the disease is occasionally prolonged it 
appears to be self-limiting, the gland eventually becoming 
non-palpable. In 9 out of 82 patients there was a relapse 
several months after the original attack had subsided, and 
myxoedema developed in 12, of whom 9 had undergone 
bilateral subtotal thyroidectomy. 

A. Gordon Beckett 


907. The Effects of Amphenone on Thyroid Function in 
Man 

H. A. SELENKow, A. Rivers, and G. W. THoRN. Journal 
of Clinical Endocrinology and Metabolism [J. clin. Endocr.] 
17, 1131-1140, Oct., 1957. 6 figs., 25 refs. 


Amphenone, a synthetic substituted diphenylmethane 
structurally related to stilboestrol, has been shown in 
animal experiments to cause various changes, including 
enlargement of the rat thyroid and adrenal glands, neither 
effect occurring, however, in the absence of the pituitary 
gland. Its effect in man has been studied by the authors 
at the Peter Bent Brigham Hospital (Harvard Medical 
School), Boston, in 6 euthyroid and 11 hyperthyroid 
patients. 

It was found that a dose of between 0-25 and 1 g. 
produced a reduction of 50 to 75°% in the uptake by the 
thyroid gland of radioactive iodine (131I), there being a 
linear dose-response relationship. A dose of 4 to 8 g. 
produced complete suppression of uptake. The thyroid 
gland returned to the pre-treatment state after 48 to 72 
hours. When potassium thiocyanate was given the 131] 
already accumulated was discharged, showing that 
amphenone inhibits the organic binding of iodine and 
that the entry of iodine into the hormone molecule is 
blocked. It was estimated that 1 g. of amphenone is 
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equivalent to 0-1 g. of methimazole, although the effect 
of the latter is somewhat more prolonged. The authors 
conclude by pointing out that in the treatment of thyro- 
toxicosis large doses of amphenone have to be used 
which may readily produce side-effects such as drowsi- 
ness, psychic depression, gastric irritation, rashes, and 
methaemoglobinaemia. Thus this new drug, though of 
considerable experimental interest, has no advantage over 
the drugs of the thiourea group of goitrogens in com- 
mon use. A. Gordon Beckett 


908. The Use of [133 in the Treatment of Graves’ 
Disease 

M. BERMAN, D. V. Becker, and R. S. BENUA. Journal 
of Clinical Endocrinology and Metabolism [J. clin. Endocr.} 
17, 1222-1228, Oct., 1957. 1 fig., 5 refs. 


After considering the various radioactive isotopes of 
iodine available and the possibility of their use in the 
pon, ne of thyrotoxicosis, the authors came to the 
conclusion that 1331, which has a half-life of 21 hours, 
was the most promising. They have now used it effec- 
tively in the treatment of 8 patients at the New York 
Hospital—Cornell Medical Center. The dose required 
is about the same as that of 131I, but the amount of 
radiation to the blood is very much less, especially in 
those patients with a very high uptake of iodine by the 
thyroid gland and a high serum concentration of protein- 
bound iodine. A. Gordon Beckett 


ADRENAL GLANDS 


909. Studies on Functional Zonation of the Adrenal 
Cortex. A Review with Experimental Notes on Effects of 
Sodium Restriction, Corticotropin, and Orchiectomy in 
the Dog 
G. J. Race, W. M. Nickey, P. S. Wor, and E. J. Jorpan. 
A.M.A. Archives of Pathology [A.M.A. Arch. Path.} 64, 
312-323, Sept., 1957. 9 figs., bibliography. 


The authors first review the evidence for and against 
the theory of adrenocortical functional zonation, which 
proposes that each of the zones of the adrenal cortex is 
concerned with the secretion of a different type of hor- 
mone. They then describe, from the University of Texas 
Southwestern Medical School, Dallas, experiments de- 
signed to throw further light on this problem, in which 
the concentration of sodium in the serum of dogs was 
decreased and that of potassium increased by giving them 
a sodium-free diet and by peritoneal dialysis. 

It was found that this treatment increased the 
weight of the adrenal glands and also the width of the 
glomerular zone, which in some cases showed pseudo- 
tubular hyperplasia. The width of the glomerular zone 
tended to be inversely correlated with the serum sodium 
concentration. Adrenal weight was also increased by 
treatment with ACTH (corticotrophin) and after castra- . 
tion. However, the effect of corticotrophin was to 
increase the urinary excretion of 17-ketosteroids and 17- 
hydroxycorticoids and to widen the fascicular zone, 
whereas castration had little effect on excretion of these 
steroids, but slightly widened the reticular zone. Al- 
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though none of the increases in zonal width were statisti- 
cally significant, these findings are nevertheless held to 
support the view that the glomerular zone secretes aldo- 
sterone, the fascicular zone glucocorticoids, and the 
reticular zone the androgens (or oestrogens). 

Peter C. Williams 


910. Observations on the Nature of Hormone-induced 
Eosinopenia 

B. Hupson and A. DoiG. Australasian Annals of Medi- 
cine [Aust. Ann. Med.] 6, 228-237, Aug.,. 1957. Biblio- 
graphy. 

At the Alfred Hospital, Melbourne, 16 patients 
with various endocrine and non-endocrine disorders 
received an intravenous infusion of adrenal corticoids, 
eosinophil counts being made at 40-minute intervals for 
periods up to 400 minutes. Some patients were given 
ACTH (corticotrophin), 50 units in 500 ml. of dextrose 
solution over a period of 6 to 8 hours, while others 
received hydrocortisone, 100 mg. in 250 ml. of dextrose 
solution over a period of 30 to 60 minutes. The eosino- 
phil granulocytes were counted by use of a modified 
Randolph stain and a Fuchs—Rosenthal counting cham- 
ber. The results were evaluated statistically. 

The authors conclude that “ under the influence of 
adrenal steroids the disappearance of eosinophils from 
the peripheral blood is on the whole better approximated 
by a broken linear curve generated by a constant rate of 
disappearance due to senescence [of the cells] than by a 
simple exponential curve given by a random disappear- 
ance”. It is claimed that, following the application of 
the eosinopenic stimulus, there is a temporary, abrupt, 
and nearly complete cessation of the supply of eosino- 
phil granulocytes to the peripheral blood by the bone 
marrow. It is further claimed that the cells already in 
the circulation complete their normal intravascular life 
span, which is estimated to be between 165 and 377 
minutes. There was little evidence that the adrenal 
hormones exert their eosinopenic action by excessive 
destruction of eosinophils in the peripheral blood or by 
a redistribution of these cells within internal organs or 
systems. G. B. West 


DIABETES MELLITUS . 


911. Early Clinical Evaluation of a New Oral Non- 
sulfonylurea Hypoglycemic Agent 

L. P. KRALL and R. CAMERINI-DAVALOs. Proceedings 
of the Society for Experimental Biology and Medicine 
[Proc. Soc. exp. Biol. (N.Y.)] 95, 345-347, June, 1957. 
2 figs., 6 refs. 


The clinical efficacy of a new oral hypoglycaemic agent, 
N’-8-phenethylformamidinylimino urea (DBI), was 
studied at the Joslin Clinic, Boston, in 20 diabetics (8 
males and 12 females) whose average age was 61. The 
dietary intake was controlled during the investigation, 
and insulin, which 12 of the patients had been receiving 
in an average daily dose of 28 units, was discontinued. 
Patients in whom diabetes had recently been diagnosed 
received DBI only. The drug was given for periods 


ranging from 2 days to 3 months in a dosage of 50 to 
250 mg. daily. The blood sugar level fell and glycosuria 
was diminished in 16 of the 20 patients. No hypogly- 
caemic reactions were observed. Side-effects, including 
nausea, diarrhoea, vomiting, and giddiness, developed 
in 7 patients. These occurred even in the presence of a 
high blood sugar level, suggesting that they were not 
related to hyperglycaemia. No other toxic manifesta- 
tions were noted. W. J. H. Butterfield 


912. Studies of the Mode of Action of the Sulphonyl- 
ureas in Diabetes in Man. (Etudes sur le mode d’action 
des sulfonylurées dans le diabéte humain) 

H. C. PrLatrner and J. Scuerer. Revue francaise 
d’ études cliniques et biologiques (Rev. frang. Et. clin. biol.] 
2, 803-807, Oct., 1957. 2 figs., 21 refs. 


At the Medical Clinic of the University of Geneva 
the authors have attempted to ascertain the mode of 
action of the sulphonylurea carbutamide, as observed 
in 14 patients with mild diabetes. After a control 
period of 3 days glucose tolerance tests were carried out 
on three occasions, each patient receiving 1-75 g. of 
glucose per kg. body weight. The first test was per- 
formed in the usual way, the second after giving 100 mg. 
of cortisone orally in two doses 8 hours and half an 
hour before the glucose, and the third was carried out 
after administering 0-5 g. of carbutamide four times a 
day for 3 days together with the same dose of cortisone 
as in the second test. 

The results showed that whereas cortisone brought 
about a decrease in carbohydrate tolerance, a combina- 
tion of the sulphonylurea and cortisone resulted in a 
glucose tolerance curve closely resembling that after 
administration of glucose alone. It is concluded that, 
in this respect, carbutamide antagonizes the effect of 
cortisone. Its hypoglycaemic effect is thought to be due 
to inhibition of the mobilization of hepatic glycogen 
and also to decreased gluconeogenesis. 

The literature on certain experimental aspects of this 
type of investigation is reviewed. 

Kenneth Gurling 


913. Experimental Study of the Increase by Hypogly- 
caemia-producing Sulphonamides of'the Effects of Insulin 
Administered by Mouth. (Etude expérimentale de la 
potentialisation par les sulfamides hypoglycémiants des 
effets de l’insuline administrée par voie digestive) 

P. Bouyarp and C. FRuUTEAU DE Lac.os. Diabéte 
[Diabéte] 5, 153-163, Sept.—Oct., 1957. 4 figs., 9 refs. 


Having previously reported (C.R. ‘Soc. Biol. (Paris), 
1956, 150, 1601) that several hypoglycaemia-producing 
sulphonamides have the property of reinforcing and pro- 
longing the action of subcutaneously administered insulin 
in intact and pancreatectomized dogs, the authors, work- 
ing in the Laboratory of Applied Physiology of the 
Faculté de Médecine de Montpellier, have now studied 
the effects of combinations of these drugs with insulin 
administered by mouth. A commercial brand of crystal- 
line insulin solution diluted with 20% glycerol was first 
administered in doses of 10 units per kg. body weight to 
2 normal fasting dogs by means of a stomach tube, and 
the blood sugar level subsequently recorded at hourly 
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intervals for 8 hours. A similar experiment was then 
carried out on an unspecified number of dogs which 
were given 3 different sulphonamide derivatives (2254 
RP, 2256 RP, and 2259 RP) in doses of 0-25 g. per kg. 
Finally, the effect of giving the sulphonamides followed 
after 3 hours by insulin in the same doses was studied 
in 5 normal dogs. Similar experiments were also carried 


out on 2 pancreatectomized dogs and 4 dogs with alloxan. 


diabetes of various degrees of severity. ~ 

In the. above quantities insulin orally administered 
reduced the blood sugar level significantly in all 3 groups 
of animals, whereas the sulphonamides given alone were 
active only in normal animals and in those suffering 
from mild alloxan diabetes. The administration of both 
drugs together, however, resulted in a significant potentia- 
tion and prolongation of the action of insulin in all dogs, 
whether normal or diabetic. It was noted that in pan- 
createctomized animals the insulin-enhancing effect of 
the sulphonamides was distinctly less powerful than in 
those with mild alloxan diabetes, in which at least some 
pancreatic furiction was preserved. 

In the opinion of the authors these findings throw 
further doubt on the theory that the sulphonamides 
exert their influence on the blood sugar level by depress- 
ing insulinase activity and provide further evidence that 
their effectiveness resides principally in their capacity to 
release endogenous insulin from the f cells of the 
pancreas. Max Mayer 


914. Certain Physiopathological Effects of ‘‘ BZ 55 ”’ 
[Carbutamide] Observed during Its Therapeutic Use in 
Man. (Sur quelques actions physiopathologiques de 
BZ 55 observées lors de son utilisation en thérapeutique 
humaine) 

—. Mavuvais-Jarvis and G. TcHosproutsky. Diabéte 
[Diabéte] 5, 165-171, Sept.—Oct., 1957. 


The authors have studied various aspects of the action 
of *‘ BZ 55” (carbutamide) during the treatment of a 
series of 100 patients with diabetes mellitus with this 
drug at the Hotel-Dieu, Paris, and here report their 
observations. Serial estimations of the erythrocyte 
count and haemoglobin level and of the leucocyte count 
were made in 30 cases and of the platelet count in 27 
cases. Having found no significant changes in the blood 
picture in these cases [the period of observation not 
being specified] they conclude that “‘ the position taken 
up by Anglo-Saxon workers in opposing the general 
employment of the sulphonamides is somewhat incompre- 
hensible to a French observer ”’. 

The importance of carrying out frequent estimations 
of the blood sugar level is emphasized in view of the 
possibility that carbutamide may affect the renal 
threshold for glucose. In one group of 20 diabetics 
glycosuria ceased soon after starting treatment, although 
the blood sugar level remained higher than 180 mg. per 
100 ml.; most of these patients had not received insulin 
previously, and their treatment with carbutamide had 
been regarded as successful until the hyperglycaemia was 
discovered. On the other hand in 13 patients who had 
previously been treated with insulin glycosuria persisted 
during the administration of carbutamide in spite of a 
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reduction of the blood sugar level, in some cases to less 
than 100 mg. per 100 ml. In one case the urinary glucose - 
concentration was never less than 5 g. per 100 ml. and 
the blood sugar level never more than 200 mg. and often 
less than 100 mg. per 100 ml.; the glycosuria quickly 
disappeared when insulin was again given. It was 
also observed that in cases of renal glycosuria the ad- 
ministration of carbutamide seemed to have the effect of 
increasing the elimination of glucose to an alarming 
extent. Detailed studies of the effect of carbutamide on 
the renal threshold for glucose are in progress, but are 
as yet incomplete. 

The effect of carbutamide on the plasma lipid con- 
centration was studied in 15 cases. Irrespective of the 
type of diabetes, a reduction in the plasma level of some 
of the lipid fractions as a result of carbutamide treatment 
was constantly noted, the effect being greatest on the 
B lipoproteins. The authors suggest that the effects of 


the sulphonamides on lipid metabolism might usefully 


be studied independently of their effects on carbohydrate 
metabolism. 

Discussing the mode of action of carbutamide, the 
authors state their opinion that it increases glucose 
tolerance by the organism as a whole, and in support 
of this view they instance the frequent disappearance of 
ketonuria on treatment with carbutamide in cases in 
which the blood sugar level remains unchanged. They 
confirm from their own experience that the drug has a 
potentiating effect on insulin, but doubt whether this 
finding is of much value in the clinical management of 
diabetes. In general, the usefulness of sulphonamides 
in diabetic states should, in their opinion, not be over- 
estimated. 

[The data presented are too few and too imprecise to 
serve as a firm basis for the conclusions which the authors 
seek to draw from them. The chief value of the paper . 
is as a pointer to further research—in particular into the 
effect of sulphonamides on the renal threshold.] 

Max Mayer 


915. Absorption and Excretion of Radioactive Vitamin 
B;2 in Diabetes. A Study in Patients With and Without 
Retinopathy 

H. H. Stone and B. F. CHow. Diabetes [Diabetes] 6, 
418-421, Sept.—Oct., 1957. 1 fig., 6 refs. 


In studies carried out at Johns Hopkins Hospital, 
Baltimore, it was shown that of 40 diabetic patients tested 
with an oral dose of 2 yg. of vitamin By2 labelled with 
radioactive cobalt, those without retinopathy excreted a 
significantly smaller amount of the vitamin than did a 
group of 40 non-diabetic control patients, while diabetics 
with retinopathy excreted approximately the same 
amount as the controls. It was further found that 6 
diabetic patients without retinopathy showed a higher 
faecal excretion of an oral test dose of radioactive vitamin 
Bi2 (1,000 myg.) than did non-diabetic controls. Ad- 
ministration of intrinsic factor had no effect on absorption 
of oral test doses of the vitamin in 10 diabetic patients. 
The results indicate a relative impairment of absorption 
of test doses of vitamin By in diabetic subjects. 

F. W. Chattaway 
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The Rheumatic Diseases 


916. The Influence of Emotional and Endocrine Factors 
on the Clinical Picture of Rheumatoid Arthritis and Other 
Collagen Diseases. (Influenza di fattori emotivi od 
endocrini sul quadro clinico dell’artrite reumatoide e di 
altre collagenosi) 

L. Bonomo. Reumatismo [Reumatismo] 9, 238-248, 
July—Aug., 1957. 2 figs., bibliography. 


The first part of this report is based on the study of 150 
cases of rheumatoid arthritis and 40 cases of osteoarth- 
ritis seen at the West London Hospital. In 25 patients 
with rheumatoid arthritis (21 female and 4 male) the 
disease began or became much worse soon after preg- 
nancy (5 cases) or some other “ modifying event ’’ such 
as bereavement, accident, marriage, divorce, or difficulty 
in the family or at work. In a diagram the author 
demonstrates very clearly the initiation or aggravation 
of the disease in each of 19 of these patients. By con- 
trast, of the series of 40 patients with osteoarthritis 
similar modifying events occurred in 5, but in no case 
was the disease pattern altered. The difference between 
the two groups is statistically highly significant. 

The second part reports a similar study in 52 patients 
with rheumatoid arthritis seen at the University Medical 
Clinic, Bari, in 12 of whom comparable “* modifying 
events” resulted in aggravation of the disease. A 
similar phenomenon was also observed in 5 out of 15 
patients with polyarteritis nodosa and in 4 out of 34 
with dermatomyositis. The literature on the subject is 
reviewed and the author discusses the possible modes 
of action of endocrine and psychological stimuli in caus- 
ing aggravation of the collagen diseases. 

David Friedberg 


917. Overproduction of Uric Acid as the Cause of 
Hyperuricemia in Primary Gout 

J. B. WYNGAARDEN. Journal of Clinical Investigation 
[J. clin. Invest.] 36, 1508-1515, Oct., 1957. 2 figs., 
31 refs. 


In order to study the rate of generation of uric acid 
in gout radioactive glycine (glycine-1-14C) was fed to 
6 patients with acute gouty arthritis, one with asympto- 
matic hyperuricaemia, and 3 control subjects in doses of 
2-5 to 25uc. and the degree of its incorporation in excreted 
uric acid measured, the concentration of 14C in the daily 
output of uric acid being determined for 6 to 9 days 
after the dose was given. 

When the cumulative incorporation of !4C over several 
days was studied the gouty subjects and hyperuricaemic 
subject were found to differ from the controls in the 
greater efficiency with which they used the tracer doses 
of glycine-1-14C in the synthesis of uric acid. There 
was no overlap between the two groups, the degree of 
incorporation of 14C into uric acid in the former being 
2 to 5 times higher than in the latter (0-29 to 0-66°%% of 
the dose of 14C compared with 0-1 to 0-2°% in 6 to 8 days). 


When a carrier dose of unlabelled glycine was given 
together with the tracer dose of glycine-1-!4C to 2 gouty 
patients the incorporation of !4C into uric acid was greatly 
reduced. The results suggest that overproduction of uric 
acid from glycine and other small molecules is the funda- 
mental defect in primary gout, and that nucleic acids are 
C. L. Cope 


not involved in this process. 


ACUTE RHEUMATISM 


918. Schénlein—Henoch Purpura in Childhood and the 
Incidence of Renal Complications. (Die Schoenlein- 
Henoch’sche Purpura im Kindesalter und die in ihrem 
Verlauf auftretenden Nierenkomplikationen) 

R. NorDMAN. Archiv fiir Kinderheilkunde [Arch. Kinder- 
heilk.| 156, 27-33, 1957. 4 figs., 13 refs. 


Between 1945 and 1956 105 children were admitted to 
the Paediatric Clinic of the University of Turku, Finland, 
suffering from Henoch-Schénlein purpura, the annual 
incidence of the disease having risen from an average of 
between 4 and 5 cases in the first half to between 14 and 15 
in the second half of the period. The onset was most 
commonly in the first 3 months of the year. There was a 
preponderance of males (3:2) among the children affected, 
and incidence reached a peak between 2 and 4 years of 
age. A history of a preceding infection, including ton- 
sillitis in 27 cases, was obtained in 66°%. Evidence of a 
recent B-haemolytic streptococcal infection was secured 
in 31 cases, a proportion which was very similar to 
that found in cases of acute nephritis in the same unit. 
An allergic background was thought to exist in 15% of 
cases. All the children had the characteristic skin lesions, 
and about two-thirds had joint symptoms and one-third 
abdominal symptoms, including intussusception in one 
child. In 23 cases all these-three features occurred 
together. The incidence of renal complications in this 
series was lower than that in any of the larger series 
reported in the literature. Only 14 children had albu- 
minuria and haematuria during the acute phase, and in 
only one of these did evidence of renal damage persist 
for as long as 2 years; late renal complications did not 
occur in any of the 18 children in whom this possibility 
was investigated. 

The duration of the illness was between 12 and 17 
days in the majority of cases, though it exceeded 6 weeks 
in 20. There was one death, that of a girl who had 
recurrent attacks of melaena over a period of 4 years and 
died at the age of 11 of intestinal bleeding. Treatment 
for the most part consisted in dealing with any infection 
which might be present. Antihistamine drugs were 
found to be of no value, while no convincing benefit 
resulted from the administration of ACTH (corticotro- 
phin) or cortisone to 8 patients, the few who apparently 
improved promptly relapsing on stopping the treatment. 
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[This is a retrospective survey and suffers from all the 
disadvantages of this type of investigation. For example, 
it is not stated in what proportion of cases a full search 
for evidence-of a preceding streptococcal infection was 
carried out, and the figure of 31 cases in which such evi- 
dence was found must clearly be regarded as a minimum. 
The very low apparent incidence of late renal complica- 
tions may indicate the prevalence of a milder type of 
disease in Finland or may be merely attributable to an 
incomplete follow-up.] John Lorber 


919. The Significance of Paper Electrophoresis in the 
Diagnosis of Rheumatic Fever. (Die Bedeutung der 
Papierelektrophorese jn der Diagnostik des rheuma- 
tischen Fiebers) 

R. and I. Pintér. Deutsches Archiv fiir klinische 
Medizin [Dtsch. Arch. klin. Med.| 204, 347-353, 1957. 
6 figs., 10 refs. 


In this study, reported from the University of Szeged, 
Hungary, the authors have investigated the possibility of 
differentiating rheumatic carditis without arthritis from 
the cardiac neuroses by means of paper-electrophoretic 
separation of the serum protein fractions. Altogether 
107 subjects were studied, including 20 patients with 
apparently isolated rheumatic heart disease, 23 with 
carditis and arthritis, 9 with healed rheumatic heart 
disease, and 25 suffering from effort syndrome, while 30 
subjects without apparent heart disorders served as a 
control group. In 10 cases the serum lipoprotein levels 
were also determined. A minimum of 5 out of 9 criteria 
for the diagnosis of isolated rheumatic heart disease was 
fixed and these criteria are described. 

In the cases of frank rheumatic fever the serum 
albumin level was lowered while that of the a and y 
globulins was raised; cases of isolated carditis showed a 
similar but less pronounced trend. For the patients 
with cardiac neuroses on the other hand the figures 
resembled those obtained in the normal control subjects. 
However, the figures for all the groups showed consider- 
able overlap. . In general it could be said that the ratio 
of the serum «2-globulin level to the serum albumin level 
was less than 0-15 in cardiac neurosis, but over 0-15 in 
rheumatic fever. The serum lipoprotein values were of 
no special interest. : G. Loewi 


920. Paradoxical Values of the Erythrocyte Sedimenta- 
tion Rate in Rheumatic Fever: a Comparison among 
Three Acute Phase Tests 

T. N. Harris, S. FRIEDMAN, and J. TANG. American 
Journal of the Medical Sciences [Amer. J. med. Sci.] 234, 
259-268, Sept., 1957. 2 figs., 32 refs. 


The relative values of the erythrocyte sedimentation 
rate (E.S.R.) and the serum levels of C-reactive protein 
(CRP) and mucoprotein (MPT) as indices of activity in 
rheumatic fever under conditions in which the E.S.R. is 
known to be fallacious were investigated at the University 
of Pennsylvania School of Medicine, Philadelphia. In 
7 children with acute rheumatic carditis and cardiac 
failure the E.S.R. was initially within normal limits and 
increased with recovery, whereas the serum CRP level 
was maximal in the most acute phase and fell steadily 


thereafter. On the other hand the behaviour of the 
serum MPT level was similar to that of the E.S.R. In 
14 patients receiving hormone therapy the E.S.R. fell 
rapidly to normal, only to show a marked “ rebound ” 
when treatment ceased. The response of the serum CRP 
level was similar, but the serum MPT concentration was 
only slightly affected by treatment. Of 2 patients with 
sickle-cell trait and acute rheumatism, the E.S.R. was 
normal in one and slightly raised in one, but the CRP and 
MPT values were markedly abnormal in both. Finally, 
in a group of 11 adolescent children in whom the E.S.R. 
remained slightly raised after all other evidence of acute 
rheumatic fever had subsided the serum CPR and MPT 
values were within normal limits. C. Bruce Perry 


921. Further Investigations into the ‘‘ Necrosis Factor ”’ 
in the Serum in Rheumatic Fever. (Weitere Unter- 
suchungen iiber den “‘ Nekrosefaktor ”’ im Serum beim 
rheumatischen Fieber) 

F. Kuster and K. KrorGcer. Klinische Wochenschrift 
[Klin. Wschr.| 35, 1076-1079, Nov. 1, 1957. 15 refs. 


The authors have previously reported the presence in 
the serum of children with rheumatic fever of a factor 
capable of producing necrotic inflammatory lesions on 
intracutaneous injection into guinea-pigs and rabbits. 
Further studies of this factor are reported in this paper 
from the University Medical Polyclinic, Rostock. 

Serum was obtained from children with untreated 
rheumatic fever and for control purposes from children 
under observation in hospital for various other reasons 
[numbers not stated]. These sera were injected into the 
tail veins of white mice in amounts of 0-4 to 0-7 ml., 
each serum being given to 3 or 4 animals. Of 36 mice 
injected with control serum, 2 died, while of 47 given 
serum from cases of rheumatic fever, 12 died and 4 of 
the remainder became ill. Death occurred within a few 
minutes after injection. When 0-1 mg. of heparin was 
given before the injection of the latter serum only 4 out 
of 34 animals died, but when a mixture of serum and 
heparin was injected intracutaneously evidence of a 
protective effect of heparin against the necrotizing action 
of the serum was only of doubtful significance. 

The effects of serum from cases of rheumatic fever 
were also compared with those produced by extracts of 
tissue previously infected with streptococci. However, 
no definite conclusions could be reached. G. Loewi 


922. Cortisone Treatment of Rheumatic Fever. Rela- 


tionship of Weight to the Speed of Fall of Erythrocyte- 


sedimentation Rate 
R. S. ILLINGwortTH, G. H. Jowett, and W. M. GIBSON. 
Lancet [Lancet] 2, 659-660, Oct. 5, 1957. 2 refs. 


In this study from the University of Sheffield the rates 
of fall of the erythrocyte sedimentation rate (E.S.R.) 
during treatment for rheumatic fever with cortisone 


- (with or without salicylates) in children in different states 


of nutrition, as assessed from the weight in relation to age, 
are compared. Children who were 10% or more above 
the average weight for their age were classed as “‘ over- 
weight” and those who were 10°% or more below the 
average as “‘ underweight ”’, the average figures used being 
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those given by Gore and Palmer (Lancet, 1949, 1, 385; 
Abstr. Wid Med., 1949, 6, 48). 

Of 18 overweight children, only 33% had a normal 
E.S.R. by the 15th day of treatment, whereas among 
30 underweight children the proportion was 73% and 
among 31 of average weight 55%. Significant differ- 
ences between overweight and underweight children 
were not observed in a similar study of patients treated 
with salicylates alone. C. Bruce Perry 


CHRONIC RHEUMATISM 


923. Psychological Aspects of Rheumatoid Arthritis 

B. M. Cormier and E. D. WitrKower. Canadian 
Medical Association Journal [Canad. med. Ass. J.| 77, 
533-541, Sept. 15, 1957. 16 refs. 


The motor activity of 18 patients with rheumatoid 
arthritis (r.a.) has been compared with the motor activity 
of their nearest siblings free of the illness. The compari- 
son shows that the r.a. patients are overactive as children 
but inhibited later in life (before their illness), whereas 
their siblings who are free of the illness start life with 
normal or inhibited motor activity and seem to be able 
to use their motor apparatus successfully for instinctual 
discharge later on in life. 

Motor overactivity early in life in the r.a. patients 
seems to serve as an outlet for aggressive drives in a 
socially acceptable or unacceptable form. After puberty, 
overactivity is progressively abandoned as an inadequate 
means of expression of instinctual drives as well as a 
psychological defence against them. Deprived of dis- 
charge of instinctual tension in movement and impulsive 
action, the r.a. patients take recourse to aggressive fan- 
tasies which give rise to feelings of guilt and anxiety. 
The intensification of these incompletely recognized, 
intolerable, aggressive fantasies (and the concomitant 
guilt and anxiety) by disturbing events in the patient’s 
life history often precedes and probably precipitates the 
onset of rheumatoid arthritis. 

The comparison of the Rorschach findings in 13 r.a. 
patients with the findings in the 13 nearest siblings free 
of the disease corroborated closely the clinical assessment. 
The severity of the illness seems to be proportionate to 
the severity of the impairment in the capacity to express 
aggression. The psychotherapeutic implications of these 
findings are discussed with clinical examples.—[Authors’ 
summary.] 


924. Effects of Animal Sera and Serum Albumin on 
Latex-fixation Test for Rheumatoid Arthritis 

M. S. Ruetns, F. W. McCoy, E. V. BUEHLER, and R. G. 
BurRELL. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol. (N.Y.)] 96, 
67-71, Oct., 1957. 12 refs. 


The Rose—Waaler haemagglutination test is now widely 
employed in the serological study of rheumatoid arthritis. 
A modification of the test has recently been introduced 
by Singer and Plotz (Amer. J. Med., 1956, 21, 888; 
Abstr. Wld Med., 1957, 22, 50) in which the sensitized 
sheep erythrocytes are replaced by latex particles, the 


reaction of which with the rheumatoid (macro-gamma- 
globulin) factor requires the presence of human gamma 
globulin. This gamma-globulin factor is referred to in 
the present paper as the “ antigen” which reacts with 
the antibody represented by the rheumatoid factor. 

The antigenic properties in this latex-fixation reaction 
of sera from different animal species have been examined 
by the authors at the Ohio State University, Columbus. 
The whole sera were found to be ineffective, but all 
could be made active either by the removal of albumin 
by the sodium sulphate technique of Thurston or more 
simply by dilution. Human, rabbit, pig, guinea-pig, cat, 
horse, ox, and sheep sera so treated were all effective 
** antigens ’”, whereas chicken serum and one specimen 
of dog serum produced agglutination in the saline con- 
trols. The inhibiting effect of albumin is thought to be 
due to its action as a non-specific protective colloid, 
similar inhibition being produced by the addition of 
gelatin. It is shown, in confirmation of the original 
work, that a concentration of globulin of at least 25 yg. 
per ml. is necessary to obtain its full reactivity as an 
“antigen”. By suitable dilution of the whole serum 
the concentration of albumin can be reduced below the 
level at which it exerts its protective effect while that of 
globulin remains sufficient for “‘ antigenic” fixation to 
the latex particles. Harry Coke 


925. Effects of Prolonged Adrenocortical Stimulation 
on Patients with Rheumatoid Arthritis 

H. F. West. Annals of the Rheumatic Diseases [Ann. 
rheum. Dis.] 16, 322-333, Sept., 1957. 9 refs. 


At the Sheffield Centre for the Investigation and Treat- 
ment of Rheumatic Diseases an intramuscular injection 
of corticotrophin was given daily for 3 to 6 weeks to 44 
patients suffering from rheumatoid arthritis. With this 
treatment all the patients showed evidence of adreno- 
cortical stimulation. The output of the adrenal cortex 
was determined by assaying the urinary excretion of 17- 
ketogenic steroids and 17-hydroxycorticosteroids. It 
was found that a rise in the excretion of these steroids to 
50 to 100% above the initial level was accompanied by 
regression of physical signs of the disease and partial or 
complete disappearance of symptoms. 

In a further group of 42 patients (18 women and 24 
men) the injections were continued for an average 
period of 16 months. Although the prolonged adrenal 
stimulation did not eradicate the disease, there was an 
improvement in physical ability, an increase in the 
strength of the hand grip being noted in most cases. 
Radiographs of the hand in 22 cases revealed healing of 
bone erosion in 4 and increased bone erosion in 3; no 
gross change was observed in the remainder. There was 
a general tendency for blood pressure to rise, the highest 
pressure being recorded at the time of maximum adrenal 
stimulation. Complications of the treatment included 
acquired sensitivity, fluid retention, psychosis, and con- 
gestive heart failure; in 8 cases treatment had to be dis- 
continued because of hypertension. The author states 
that the sense of well-being experienced by the patients 
was not followed by lassitude, as is so commonly seen in 
patients given corticosteroids by mouth over a prolonged 
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period. There was only one death in the series which 
could in any way be attributed to therapy. 

It is concluded that adrenocortical stimulation is 
superior to oral cortisone therapy so far as the manage- 
ment of rheumatoid arthritis is concerned. It is less 
likely to give rise to severe side-effects or complications, 
and peptic ulceration is a relatively uncommon sequel. 

A. Garland 


926. Prolonged Treatment of Rheumatoid Arthritis with 
Prednisone (Meticorten) 

A. COHEN, R. F. Turner, W. L. KANENSON, and J. 
GOLDMAN. Journal of the American Medical Association 
[J. Amer. med. Ass.] 165, 225-228, Sept. 21, 1957. 1 ref. 


From the Philadelphia General Hospital and Jefferson 
Medical College comes this report of the results of pro- 
longed prednisone therapy of rheumatoid arthritis. Of 
132 patients (56 males and 76 females aged 17 to 75 
years), 92 had had rheumatoid arthritis for more than a 
year and had been treated with gold, steroids, or phenyl- 
butazone; the disease was acute in only 4 patients in the 
series. The dosage of prednisone varied, but with experi- 
ence it became usual to give 5 mg. every 6 hours day 
and night for a week, and thereafter to decrease the daily 
dose-by 2-5 mg. each week so long as symptoms did not 
return. The final maintenance dose was 2:5 to 15 mg. 
daily. 

Complete remission was obtained in 39 cases, major 
improvement in 89, and minor improvement in 4; with 
a few exceptions improvement could be maintained. 
There was no instance of sodium retention, and 2 patients 
with heart failure fared well. A transient rise in blood 
pressure occurred in 8 patients during the first week of 
treatment. In 3 patients with peptic ulcer and one in 
whom acute perforation of a duodenal ulcer was treated 
surgically prednisone therapy was maintained satis- 
factorily. Of 5 patients with diabetes mellitus, 3 required 
additional insulin, but prednisone was effective in all. 
Moon face occurred in 70 patients and acne in one only. 

The authors conclude that the effect of prednisone is 
superior to that of the older steroids, and emphasize the 
absence of electrolyte disturbances and of hypertension. 

David Friedberg 


927. Infantile Rheumatoid Spondylitis 
M. Luccuesi and O. Luccuest. Rheumatism [Rheuma- 
tism] 13, 88-92, Oct., 1957. 2 figs., 10 refs. 


The authors, writing from Sao Paulo, Brazil, discuss 
the findings in 31 children (19 female and 12 male) in 
whom rheumatoid spondylitis was diagnosed. The age 
at onset ranged from 9 months to 10 years, and the dura- 
tion of symptoms from 7 days to 8 years. The pre- 
dominant symptom was pain, which was usually transient 
but showed a marked tendency to recur and affected 
mainly the lower limbs; it was not accompanied by 
joint swelling or stiffness. The majority of the patients 
did not show any involvement of the spine. There were 
no general signs, and fever was not observed. The blood 
count and the erythrocyte sedimentation rate were mainly 
normal. In 2 patients there was ankylosis in the cervical 
spine, but no other significant radiological abnormalities 
are reported. In all cases x-ray therapy (288 to 720 r.) 
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‘[Brit. J. phys. Med.| 20, 233-238, Oct., 1957. 


289 


was given to the whole spine, with relief of symptoms, but 
the course of treatment had to be repeated once or twice 
in some instances. K. C. Robinson 


928. Osteoarthritis and Spondylosis of the Spine 
B. S. Epsremn and J. A. Epstern. Rheumatism [|Rheuma- 


_ tism] 13, 82-87, Oct., 1957. 4 figs., 13 refs. 


In this paper from the Long Island Jewish Hospital, 
New Hyde Park, New York, osteoarthritis of the spine is 
discussed with special reference to pressure effects on the. 
spinal cord and cauda equina. The radiological appear- 
ances and findings at operation are described. It is 
pointed out that dorsal protrusion of osteoid tissue into 
the spinal canal is common and is often associated with 
thickening of the ligamenta flava and neural arches. 
Such protrusions may be clinically important when disk © 
narrowing, spurring, and lipping are minimal; they 
may consist of unossified tissue which cannot be seen on 
a plain radiograph. Myelography is of value, but 
should not be carried out unless all conservative methods 
of treatment haVe failed. 

The effects of cord compression by cervical spondylosis 
are discussed. In the lumbar region the authors have 
observed multiple ridges crossing the spinal canal and 
compressing the dura; symptoms may be bilateral and 
pain may be aggravated rather than relieved by rest in 
bed. Straight leg raising is sometimes normal. Lamin- 
ectomy with removal of the ridges results in improvement. 

K. C. Robinson 


929. The Role of Soft Tissue Lesions in Low Back Pain 
R. J. Dittricu. British Journal of Physical Medicine 
13 refs. 

The role of local injury to the lumbo-dorsal fascia and 
sub-fascial structures as a cause of low back pain is 
discussed. A tear of the fascia from muscle action is 
postulated, two particularly vulnerable sites being (1) in 
the sacral region at the level of $3, and (2) the lateral 
portion of the sacrospinalis muscle at the level of the 
upper border of the iliac crest. As a result of such tears 
adhesions form in the subfascial tissues—a progressive 
fibrosis which can be seen at operation and verified micro- 
scopically. These lesions, which have been demonstrated 
repeatedly, form “ trigger points ” causing referred pain 
and tenderness in the corresponding sclerotomes. 

The diagnostic injection of 3 to 5 ml. of 2% procaine 
hydrochloride solution immediately beneath the fascia 
enables 3 syndromes to be distinguished: (1) low back 
pain radiating to the hip and less commonly to the groin, 
the trigger point for which is in the outer portion of the 
sacrospinalis muscle; (2) low back pain radiating to the 


_ buttock and lateral part of the thigh, the trigger point 


for which is in the paraspinal region at the level of $3; 
and (3) pain in the neck and shoulders from a trigger 
point in the aponeurosis of origin of the latissimus dorsi 
muscle from the lumbodorsal fascia, the nerve supply of 
which is from C6, 7, and 8. 

Treatment is by repeated injection of local analgesic 
into the trigger points or by the surgical excision under 
local analgesia of the subfascial tissue in which the pain 
arises. Kenneth Stone 
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Physical Medicine 


930. Control of Motor Function in the Treatment of 
Cerebral Palsy 

K. BopatH and B. Bospatu. Physiotherapy [Physio- 
therapy] 43, 295-303, Oct., 1957. 7 figs., 9 refs. 


The patient with cerebral palsy cannot normally direct 
the nervous impulses necessary for the contraction or 
relaxation of specific muscle groups in voluntary move- 
ment; the muscles are there, but control is lacking and 
coordination is abnormal. The normal person has many 
patterns of muscular activity at his service which are 
coordinated in detail by the subcortical centres. But in 
cerebral palsy only a few such patterns are available and 
these are abnormally coordinated. Moreover, lower 
reflex activities are released from higher control and large 
masses of muscle are activated even for finer movements, 
so that the patient suffers both from loss of function due 
to destruction of brain cells and also from “ release 
symptoms ” due to the overactivity of uninhibited lower 
centres. Thus released spinal reflexes result in motor 
patterns of total flexion or extension, and released tonic 
reflexes, activated by the labyrinth or the proprioceptors 
of the neck produce maximal extensor tone in the supine 
position and maximal flexor tone in the prone position. 
Various combinations of reflex preponderance are found 
according to the severity of the cerebral damage, abnor- 
malities of both voluntary and reflex movement being 
present. 

The normal child learns to modify his reflex patterns 
as he grows up, and the righting reflex is gradually 
inhibited as he develops. But both the righting reflexes 
and the maintenance of equilibrium require normal 
muscle tone, which is lacking in the spastic child. In 
teaching skilled movements, therefore, released tonic 
reflexes must first be suppressed in order to reduce spas- 
ticity and produce a more normal muscle tone. But 
while abnormal reflex activity must be suppressed, at 
the same time normal automatic activity must be en- 
couraged. The child must be taught “ reflex-inhibiting 
postures ’’ to break up his abnormal postural patterns, 
the head, spine, and shoulder-girdle being first positioned 
so as to reduce spasticity and allow of correct activity of 
the limbs. While basic postural patterns are similar for 
all children, each is an individual and his own particular 
patterns must be analysed. Resistance to the adoption 
of reflex-inhibiting postures indicates a profound inability 
to perform essential movements, whereas if it can be 
overcome widespread improvement in movement will be 
obtained. But the correct acquisition of these reflex- 
inhibiting postures can be very difficult for the child, and 
much depends on the skilled assistance of the physio- 
therapist which must, however, be gradually withdrawn if 
the child is to acquire the ability to adopt the correct 
posture by himself. As inhibiting postures are learnt, 
normal movement patterns can be taught. Sometimes 


_ achoice of pulsed or continuous sound output. 


in older children it is necessary to go back to the funda- 
mentals, for wrong patterns may have been acquired. 
The acquisition of correct automatic motor activity 
should precede that of willed movements, and to facilitate 
this the correct reflexes must be stimulated, for automatic 
movements cannot be taught as exercises. The authors 
give examples of the practical application of these 
methods and illustrate them with photographs. 

[This is a long and involved paper; not everyone would 
accept the tenets on which the authors’ conclusions are 
based. ] W. Tegner 


931. Ultrasonics in the Treatment of Osteoarthritis, 
Fibrositis and Neuritis. An Assessment of 1,323 Cases 
L. F. NorMan. British Journal of Physical Medicine 
[Brit. J. phys. Med.| 20, 217-224, Oct., 1957. 2 figs., 
8 refs. 


The author, a physiotherapist trained in the techniques 
of ultrasonic therapy in Germany, reports his results with 
this form of treatment in 1,323 cases of osteoarthritis, 
fibrositis, and neuritis. In each case the diagnosis was 
made and ultrasonic treatment was prescribed by the 
patient’s physician. 

The apparatus used was of German make, with a 
frequency of 1,000,000 c.p.s. The area of the sound head 
was 5 sq. cm. and the total sound output 15 watts. The 
range of energy density was calibrated in steps of 0-5 
watt per sq. cm. up to 3 watts per sq. cm. and there was 
Success 
or failure in treatment rests entirely on exact dosage and 
exact aiming, and it is stated that it is impossible to harm 
a patient with modern ultrasonic apparatus. The effects 
of ultrasonic therapy are claimed to include increase in 
circulation, relief of spasm and of pain, increase in range 
of previously restricted joint movement, and the reduction 
in size, in some cases leading to the disappearance, of 
osteophytes. Exact technical details are given for the 
treatment of osteoarthritic joints, the corresponding 
nerve roots being first sonated, then the joint itself. 
Thus for osteoarthritis of the hip-joint the side of the 
vertebral column from L1 to LS is first treated, then the 
region around the great trochanter. 

The results of treatment of osteoarthritis of a number 
of different joints are analysed in tabular form showing 
the number of cases in each category in which various 
degrees of increased range of movement and relief of pain 
[which are not clearly defined] were obtained. Out of 
864 cases, only 22 were unaffected, the rest being im- 
proved in varying degrees. Improvement was obtained 
in a similarly high proportion of 432 cases of fibrositis 
and 27 cases of brachial or sciatic neuritis. 

[A leading article on this subject in the same issue is 
appropriately entitled Fact or Fiction? ”.] 

Kenneth Stone 
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Neurology and Neurosurgery 


932. Chronic Intolerable Pain: Discussion of Its 
Mechanism and Report of Eight Cases Treated with 
Electroshock 

K. O. Von HAGEN. Journal of the American Medical 
Association [J. Amer. med. Ass.| 165, 773-777, Oct. 19, 
1957. 10 refs. 


In this communication from the University of Southern 
California School of Medicine, Los Angeles, 8 cases of 
chronic intractable pain are described in which electric 
convulsion therapy (E.C.T.) produced marked benefit 
or relief from pain. In all 8 cases medical treatment had 
been ineffective, and in 5 out of the 8 surgery directed 
to disease of the abdominal viscera (3 cases) and to pain- 
ful conditions of the extremities (2) had given no relief 
or had made the pain worse. E.C.T. was given over a 
prolonged period, often in several courses, the total 
number of treatments varying from 5 to 42, and was 
combined with supportive psychotherapy and analgesics 
in most cases. 

In his discussion the author postulates that chronic 
pain of this nature develops in certain individuals when 
recurring painful stimuli from the periphery set up 
** reverberating circuits ’’ related to the central activating 
system in the reticular formation, and that these influence 
and are influenced by the cerebral cortex. E.C.T. may 
produce its effect by diminishing the influence of the 
cortex on the reverberating circuits, or by relieving the 
depression which exists in conjunction with chronic pain 
(all these patients were depressed), or by both means. 
He concludes that in all cases of chronic intolerable 
pain not due to some primary progressive disease such as 
carcinoma E.C.T. should be given a trial before abandon- 
ing the patient to drug addiction or performing frontal 
lobotomy, the usual resort of desperation. 

J. B. Stanton 


BRAIN 


933. Metachromatic Form of Diffuse Cerebral Sclero- 
sis. 2. Diagnosis during Life by Isolation of Meta- 
chromatic Lipids from Urine 
J. H. Austin. Neurology [Neurology] 7, 716-723, 
Oct., 1957. 4 figs., 20 refs. 


On the basis of the findings in 4 out of 5 cases of the 
metachromatic form of diffuse cerebral sclerosis reported 
previously (Neurology, 1957, 7, 415; Abstr. Wld Med., 
1957, 22, 474) from the University of Oregon Medical 
School, Portland, the author here reports constant 


_ positive results in tests for the red-pink metachromatic 


lipids in the urine of these patients. The substance was 
not found in the urine of 23 other persons, of whom 14 
were unaffected parents or siblings of the patients. The 
degree of metachromatic lipiduria has been found to 
parallel the course of the disease. In one fatal case the 


identity was established between the metachromatic 
material seen microscopically in the brain and kidney 
post mortem and that found in the urine during life. 

Metachromatic lipiduria and nephropathy are thus 
linked diagnostically with metachromatic leuco- 
encephalopathy. The author claims that the test, which 
is again fully described, can be carried out by a clinical 
neurologist at room temperature and without technical 
assistance [but the two papers should be read in full: 
for the details]. G. de M. Rudolf 


934. Brain Abscesses. A Review of Ninety-nine Cases 
E. Logeser and L. ScHEINBERG. Neurology [Neurology] 
7, 601-609, Sept., 1957. 11 figs., 29 refs. 


The authors review the records of 99 consecutive cases 
of brain abscess admitted to the Columbia—Presbyterian 
Medical Center, New York, during the period 1940-56. 
The patients’ ages ranged from 9 days to 68 years, the 
majority being under 40, and there were almost twice as 
many males as females. The incidence of primary 
mastoid infection (13°%) was lower, and the proportion 
of cases in which the primary site was uncertain because 
of the presence of several possibilities (179%) higher, than 
has been previously reported in similar series. The 
incidence of cases in which no site of primary infection 
could be demonstrated was also unusually high (26%), 
possibly because in a number of cases an extracranial 
primary focus had been treated with antibiotics and 
cured before symptoms referable to the metastatic brain 
abscess developed. The infecting organisms most com- 
monly isolated were staphylococci, streptococci, and 
pneumococci, but in almost one-quarter of the cases no 
organism was found in the pus. 

The most frequent neurological disturbances were: a 
motor defect in 60 cases; dysphasia in 24; convulsions 
in 22; a sensory defect in 16; and hemianopia in 10. 
Papilloedema was observed in 46 cases. Cerebellar 
signs were observed in 2 out of 4 cases of cerebellar 
abscess. Clinical signs of a primary infective lesion were 
present in 57 cases. Fever was present in only 39 cases, 
and a temperature over 102° F. (38-9° C.) was frequently 
an indication of meningitis. The pulse rate was increased 
in only 36 cases. ‘ Laboratory investigations were fre- 
quently helpful in poiming to an infective lesion: the 
leucocyte count was over 10,000 per c.mm. in about two- 
thirds, and the erythrocyte sedimentation rate was ele- 
vated in three-fourths of the cases; pleocytosis of the 
cerebrospinal fluid was present in 51 of the 72 cases in 
which lumbar puncture was performed, the protein 
content was elevated in 54 of the 61 cases in which it was 
estimated, and the sugar content was reduced in 9 out of 
41 cases. Radiological examination of the skull showed 
pineal displacement in 13 and local erosion or other 
evidence of raised intracranial pressure in 23 out of 73 
cases, the findings being normal in the remainder. The 
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lesion was located by means of pneumography in 44 
cases and angiography in 10. The electroencephalogram 
revealed specific changes in 29 out of 41 cases examined. 

The mortality in the whole series was 47%, and 
among the 82 patients treated surgically 37°%. Among 
36 patients treated surgically during the period 1940-4, 
when only the sulphonamides were available for chemo- 
therapy, the mortality was 47°%; among 31 treated 
between 1945 and 1949, when penicillin was the primary 
chemotherapeutic agent, it was 24%; and among 21 
treated since 1950, when broad-spectrum antibiotics 
became available, it was 19°%. The best results followed 
the administration of several drugs together, there being 
only one fatality in 14 cases treated with a combination of 
a sulphonamide, penicillin, and one or more of the broad- 
spectrum antibiotics. While the site of the abscess did 
not affect mortality, that of the primary infection did, 
the mortality when this was pulmonary being 62°%, in 
the mastoid 50°, and in a nasal sinus 17%. Aspiration 
with or without drainage was performed in 52 cases with 
a mortality of 32°, excision in 17 with 3 deaths (17°%), 
and packing in 9 with 6 deaths (67%). In 4 cases the 
abscess was not located at operation. 

J. E. A. O'Connell 


935. Carotid Artery Occlusion and Its Diagnosis by 
Ophthalmodynamometry 

F. A. Woop and J. F. Too.e. Journal of the American 
Medical Association [J. Amer. med. Ass.| 165, 1264-1270, 
Nov. 9, 1957. 4 figs., 18 refs. 


The authors briefly review the literature on the subject 
of carotid artery occlusion and conclude that there is no 
characteristic clinical picture by which the diagnosis can 
be made. A proportion of patients exhibit a fluctuating 
course, while others present the signs of a progressive 
hemiplegia or of a simple cerebral vascular accident. 
Transient or permanent monocular blindness occurs in 
only 15 to 25% of cases. Palpation of the neck cannot 
distinguish with any certainty pulsation of the external 
carotid from that of the internal carotid artery, and pal- 
pation of the pharynx is unreliable. It has been sug- 
gested, however, that in such cases the pressure in the 
central retinal artery on the side of the carotid arterial 
occlusion may be much lower than that on the normal 
side. 

At the Hospital of the University of Pennsylvania, 
Philadelphia, the authors have tested this hypothesis in 
5 cases (4 proven surgically and one angiographically), 
using a Bailliart ophthalmodynamometer to measure the 
pressure in grammes required to produce pulsation 
(diastolic pressure) and occlusion (systolic pressure) in 
the central retinal artery; the instrument was applied to 
the sclera laterally and the retinal arteries observed with 
an ophthalmoscope. Normal pressures ranged from 60 
to 130 g. systolic and 20 to 70 g. diastolic. A difference 
of 10% in systolic and of 15% in diastolic pressure 
between the two sides was regarded as significant. In per- 
forming the test care should be taken to see that the intra- 
ocular pressures are normal and that the brachial arterial 
pressures are equal on the two sides. The test is contra- 
indicated in the presence of glaucoma, central retinal 
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arterial occlusion, and retinal diseases liable to cause 
retinal detachment. In all 5 cases tested the retinal 
arterial pressure on the affected side was considerably 
below that on the normal side. In 2 of the cases in 
which operation successfully established flow in the 
affected carotid artery the retinal arterial pressures 
became equal on the two sides postoperatively. The 
authors stress the fact that the pressure exerted externally 
on the globe sufficient to collapse or occlude the retinal 
arteries is not a direct measure of arterial pressure, but 
merely a convenient unit for comparing the pressures on 
the two sides. Brodie Hughes 


936. Ventriculo-subdural Drainage in Infantile Hydro- 
cephalus. Selection of Patients by Subdural Dye Excre- 
tion Test 
D. M. Forrest, K. M. LAuRENCE, and G. H. MACNAB. 
Lancet [Lancet] 2, 827-828, Oct. 26, 1957. 5 refs. 


The authors have already described a method of sur- 
gical treatment of infantile hydrocephalus by drainage of 
the cerebrospinal fluid into the subdural space (Lancet, 
1957, 1, 1274; Abstr. Wld Med., 1957, 22, 398). The 
success of the method depends on the absorptive powers 
of the lining membrane, and in the present paper they 
describe a dye excretion test which has been found 
suitable for estimating this. Under general anaesthesia 
the dura mater is exposed at the lateral angle of the 
anterior fontanelle. The contralateral ventricle is then 
tapped so that the cerebral cortex falls away, and when 


_the dura is opened an air-filled subdural space is en- 


countered. A fine rubber catheter is introduced and 
sewn into place, and the wound then closed. After 24 
hours 3 mg. of phenolsulphonphthalein is injected down 
the catheter, followed by 5 ml. of saline. The tube is 
then resealed. All urine is collected for 24 hours. Experi- 
ence has shown that a reliable index of the absorptive 
power of the subdural space is obtained by taking the 
total dye excreted in the first six hours and expressing it 
as a percentage of the total dye injected. If the percen- 
tage is 50°% or above the operation should be successful. 
J. V. Crawford 


937. The Urinary Phenolsulphonphthalein (Phenol Red) 
Excretion Test in Hydrocephalus 
K. M. Laurence. Archives of Disease in Childhood 
[Arch. Dis. Childh.] 32, 413-416, Oct., 1957. 3 figs., 
6 refs. ‘ 


The investigation here described from the Hospital for 
Sick Children, Great Ormond Street, London, was 
designed to test the value of observing the urinary 
excretion of phenolsulphonphthalein after injection of 
this dye into the lateral ventricles for the identification of 
different types of hydrocephalus, the findings being based 
on 165 tests in 101 patients, of whom 8 (control) patients 
had no hydrocephalus, while 49 had communicating and 
44 non-communicating hydrocephalus. After the injec- 
tion of 3 mg. of the dye in 1 ml. of fluid into the lateral 
ventricle or lumbar theca, urine was collected during the 
subsequent 24 hours in separate specimens at 1, 2, 4, 6, 
9, 12, 18, and 24 hours after injection. As the dye tends 
to fade at room temperature estimation of its urinary 
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concentration should be made within 24 hours of col- 
lection and the urine meanwhile stored in a refrigerator. 
For the estimation the urine is alkalinized with 10% 
sodium hydroxide until the colour ceases to increase. 
A centrifuged specimen (about 10 ml.) is then tested in a 
colorimeter with centrifuged alkaline urine as a control 
and phenol red as standard. Only the urine excreted in 
the first 6 hours was used for the test. 

In the non-hydrocephalic patients intraventricular 
injection was followed by the urinary excretion of 25°% or 
more of the dye, and after intrathecal injection by 40°% 
or more. In the hydrocephalic infants with basal cistern 
block excretion after ventricular and thecal injection is 
described as ** below normal, but always more than 5°%%”’. 
In those with intraventricular block dye excretion after 
ventricular injection was very low indeed, being always 
below 5% and often below 1%, and the dye continued 
to be excreted for a long time; in these cases, however, 
dye excretion after thecal injection was normal. In 
cases of combined ventricular and basal cistern block 
urinary dye excretion -after intrathecal injection was 
also impaired. 

In a discussion of these findings the author points 
out that correlating these results with the type of hydro- 
cephalus—namely, communicating or non-communi- 
cating—gave a wide spread of distribution with much 
overlap, and he concludes that such a_ subdivision 
is not useful. On the other hand the dye test provided 
a very useful indication of the anatomical site of the 
block. Brodie Hughes 


SPINAL CORD 


938. Spinal Reflex Activity from the Vesical Mucosa in 
Paraplegic Patients 

E. H. Bors and K. A. BLINN. A.M.A. Archives of 
Neurology and Psychiatry [A.M.A. Arch. Neurol. 
Psychiat.] 78, 339-354, Oct., 1957. 6 figs., 20 refs. 


Evidence is presented which demonstrates the impor- 
tance of the bladder mucosa as a receptor influencing 
various spinal reflex arcs in paraplegic patients. Of 
these reflex arcs, the mucosa is directly involved in two: 
mucosa—detrusor and mucosa-—pelvic floor musculature; 
by feed-back mechanisms, it is believed to be involved 
indirectly in the following arcs: detrusor—pelvic floor, 
pelvic floor—-detrusor, detrusor—detrusor, pelvic floor- 
pelvic floor. While we call the indirectly influenced 
arcs proprioceptive, we call the directly activated arcs 
exteroceptive. The exteroceptive arcs have a modulating 
effect not only upon the proprioceptive arcs but also upon 
themselves. This modulation first became apparent 
when changes in the bulbo-cavernosus reflex were achieved 
by stimulation or anesthesia of mucosal afferents. The 
term “* bulbo-cavernosus reflex ”’, as used here, embraces 
all responses of the pelvic floor musculature which may 
be elicited by stimulation via the glans penis, the urethral 
The influence 
of mucosal afferents on the detrusor was shown by 
stimulation before and after topical tetracaine (“ ponto- 
caine ’’) application. 


The threshold of the mucosa-sphincter ani reflex arc 
was lower than either that of the mucosa—detrusor arc 
or that of the proprioceptive detrusor—sphincter ani arc 
in regard to three stimuli (saline, tetracaine, ice water 


_ instillation). Ice water was found to be the most potent 


mucosal stimulus, but one effective exclusively in patients 
with upper motor neuron lesions. It was ineffective in 
patients with lower motor neuron lesions and during 
spinal anesthesia or spinal shock. It is thus of differen- 
tial diagnostic value. Temporary improvement of 
bladder function followed tetracaine anesthesia in one- 
half of the cases studied; permanent improvement 
resulted in a small number. 

The techniques used in this study consisted of electro- 
myography of the anal sphincter, sphincterometry and 
cystometry of the bladder, and bedside measurements of 
bladder capacity and residual urine. The results 
obtained from these various techniques are discussed, 
and a diagram is presented which illustrates our present 
concept of spinal bladder reflexes in paraplegic patients. 
—{Authors’ summary.] 


939. Miultiple Intrathecal Cholesteatomata Occurring 
as a Late Complication of Intrathecal Injections for the 
Treatment of Tuberculous Meningitis in Childhood. A 
Neurosurgical Study of 10 Cases. (Cholestéatomes 
intrarachidiens multiples, complication tardive d’injec- 
tions intrarachidiennes pour méningite tuberculeuse de 
Yenfance. Etude neurochirurgicale de 10 cas opérés) 
D. Orconomos and A. CaRACALOos. Revue neurologique 
[Rev. neurol.] 97, 81-101, Aug. [received Nov.], 1957. 
14 figs., 3 refs. 


. In the course of 18 months the authors have operated 
on 10 patients for removal of intraspinal cholesteatoma 
at the Neurosurgical Unit of the University of Athens. — 
All these occurred in patients who had earlier been 
treated for tuberculous meningitis by the intrathecal 
injection of streptomycin. [Six of these cases have 
already been described by Choremis et al. (Lancet, 1956, 
2, 437; Abstr. Wid Med., 1956, 20, 474).] 

The symptoms due to the cholesteatoma did not appear 
until 3 to 10 years after the meningitis, and were notably 
delayed in the 8 cases of tumour of the dorso-lumbar 
and lumbar region in the series. The onset was always 
insidious and progressive, the principal symptom being 
backache, which was particularly severe when the patient 
assumed the supine position with the legs extended. 
Other signs were stiffness of the spine and excessive 
lumbar lordosis, these being followed in frequency by 
root pain and later by spinal compression. The evolu- 
tion of the symptoms and signs was very slow in all cases. 
In extreme cases the patients became motionless in a 
curled up position. Patchy motor weakness was demon- 
strable in the affected radicular area of innervation, but 
sensory changes were more difficult to demonstrate. 
There was no important loss of sphincter control even in 
cases in which the cauda equina was compressed by large 
masses of cholesteatomata. In 4 cases the cerebro- 
spinal fluid (C.S.F.) was normal, abnormalities in the 
C.S.F. occurring only when a spinal block was virtually 
complete. The radiation of the pain was a more reliable 
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indication of the site of obstruction than objective 
neurological signs. 

The authors state that radicular pain following tuber- 
culous meningitis is an absolute indication for myelo- 
graphy. Radiographs of the spine without injection of 
contrast media showed no abnormalities, but “ lipiodol ” 
myelography established the diagnosis in all cases (all the 
radiographs are reproduced together with a line drawing 
ofeach.) Several tumours were present in most patients, 
and it was essential to study the appearances in detail so 
as not to miss minor tumour masses. In 9 cases the 
cholesteatomata occurred in the lumbar region in the 
area where lumbar punctures had been performed, and 
in 2 tumours were found higher up, at the levels of T10 
and T6. The tumours were adherent to the dura and the 
meninges, and were highly vascular. Smaller tumours 
were usually attached to a single nerve root, but larger 
tumours to several adjacent roots; the largest masses 
were found among the roots of the cauda equina. The 
greatest number of tumours found in one case at opera- 
tion was 9, the most usual number being 2 to 5; all were 
removed. The macroscopic and histological appearances 
of the tumours were characteristic of cholesteatoma and 
were in all cases identical. 

The technique of surgical removal is described. There 
were no meningeal reactions following operation and the 
symptoms due to the cholesteatomata rapidly regressed in 
all but one child. Generally, tumours of this nature 
affecting the central nervous system are of extreme rarity 
except, apparently, those following tuberculous menin- 
gitis. The authors suggest that these cholesteatomata 
are no doubt acquired as a result of frequent lumbar 
punctures which carry minute fragments of epidermis 
into the subarachnoid space, where they act as nidi for 
cholesteatomata, the development of which is then 
probably facilitated by the existing inflammation and 
possibly also the effect of streptomycin. 

[A well documented paper. It is remarkable that such 
cases have not been seen or recognized in other large 
centres dealing with tuberculous meningitis. However, 
the abstracter understands that in the authors’ clinic 
lumbar puncture is performed with needles without a 
stylet. This presumably makes it more likely that there 
would be carried into the lumbar theca fragments of 
epidermis which might act as seeds for the development 
of epidermoid tumours.] John Lorber 


940. Significance of Symptoms and Signs in Localiza- 
tion of Involved Root in Cervical Disk Protrusion 

R. E. Yoss, K. B. Corsin, C. S. MacCarty, and J. G. 
Love. Neurology [Neurology] 7, 673-683, Oct., 1957. 
5 figs., 15 refs. 


Of 100 selected cases of protrusion of a single cervical 
disk treated and relieved by operation at the Mayo Clinic 
between 1950 and 1956 nerve root C5 was involved in 
2 cases, C6 in 19, C7 in 69, and C8 in 10. In 87 of the 
cases correct prediction of the root involved was made 
by means of an accurate history and a careful neuro- 
logical examination. The methods are described. The 
authors found that sensory symptoms or objective 
changes in the digital reflexes and localized muscle weak- 


ness were the most reliable sighs and symptoms in 
determining which root was being compressed. De- 
creased activity of the chief stretch reflexes in the arm 
and localized pain in the forearm were highly significant 
in localizing the site of compression to one of two nerve 
roots. Pain in the upper arm, shoulder, scapular region 
and neck was of least value in locating the lesion. The 
authors point out that if in addition lumbar puncture 
reveals no evidence of spinal block or of a high spinal- 
fluid protein content it should be possible for the neuro- 
surgeon to approach the compressed root directly without 
the help of a preoperative myelogram. 
G. de M. Rudolf 


AUTONOMIC NERVOUS SYSTEM 


941. Autonomic Nervous System Responses Related to 
the Funkenstein Test. II. To Mecholyl 

T. L. Cremens. Psychosomatic Medicine (Psychosom. 
Med.) 19, 363-369, Sept.—Oct., 1957. 1 fig., 13 refs. 


The author reports an investigation carried out at the 
University of California School of Medicine, Los 
Angeles, into the reactivity of the autonomic nervous 
system to “* mecholyl”’ (methacholine). The aim of the 
investigation was to determine (1) whether a fall in 
blood pressure brings into action sympathetic compensa- 
tory mechanisms which tend to counteract the hypo- 
tension induced by methacholine; (2) the relationships 
between the resting level of systolic blood pressure and 
the response to pharmacological stimulation; (3) whether 
the excitability of the sympathetic nervous system 
decreases with advancing age; and (4) whether one or a 
few measures of autonomic function provide a valid 
index of total autonomic activity. 

For the purpose of the experiment 46 male patients 
suffering from malignant neoplasm were selected. Tests 
were carried out 2 hours after meals, measurements being 
made only when the patients were feeling comparatively 
well and showing minimal disease activity. Various 
measurements of autonomic function were made serially 
during rest and after a subcutaneous injection of 5 mg. 
of methacholine chloride; these included determination 
of skin resistance, respiration rate, systolic and diastolic 
pressure, heart rate, skin and sublingual temperatures, 
pupillary diameter, and output and pH of the saliva. 

The findings were analysed statistically and it was 
shown that the fall in systolic blood pressure induced by 
methacholine brings into action certain sympathetic 
compensatory mechanisms, especially an increase in the 
heart rate and peripheral vasoconstriction, which tend 
to counteract the hypotension. With increasing age 
there is an apparent decrease in sympathetic excitability. 
It was concluded that the response of the systolic blood 
pressure to methacholine is incompletely representative 
of total autonomic activity, and that one or a few mea- 
sures do not provide a valid index of autonomic reactivity. 
There appeared to be no relationship between either the 
resting level of blood pressure or the initial reaction to 
methacholine and the secondary, over-compensatory 
response of the systolic blood pressure to methacholine 
which occurs in some patients. A. Balfour Sclare 
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942. Clinical Observations in Manic-depressive Disease. 
A Quantitative Study of One Hundred Manic-depressive 
Patients and Fifty Medically Sick Controls 

W. L. Cassipy, N. B. FLANAGAN, M. SPELLMAN, and 
M. E. CoHEN. Journal of the American Medical Associa- 


tion [J. Amer. med. Ass.] 164, 1535-1546, Aug. 3, 1957. 
3 figs., 15 refs. 


A detailed analysis is presented of clinical observa- 
tions on 100 manic-depressive patients, the work being 
carried out at two hospitals in Boston and the Tufts 
University and Harvard Medical Schools. For control 
purposes 50 patients, matched for age and sex, were 
selected from the medical wards of the hospitals. The 
data analysed included the findings on clinical examina- 
tion, the results of laboratory tests, and the replies to a 
questionary of 188 items. A study of the incidence of 
individual symptoms showed that headache, dyspnoea, 
palpitation, anorexia, abdominal pain, and general 
weakness were as frequent in the manic-depressive group 
as in the controls. The most significant differences 
between the two groups related to poor concentration, 
sleep difficulties, ‘“‘ low mood ”’, and thoughts of suicide, 
which were characteristic of the manic-depressive patients 
and were rarely observed in controls. The patient’s own 
impression of the precipitating event in his illness was 
usually clearly wrong or improbable. Alcohol con- 
sumption was higher in the manic-depressives than in 
controls and their family histories revealed alcoholism 
in the father more often; it is suggested that part of 
the problem called “ alcoholism” is related to manic- 
depressive disease. The authors conclude that this 
disease can be diagnosed in the usual way from the 
patient’s history, clinical examination, and the results of 
laboratory tests, and that “‘ clinical observations, rather 
than unproved psychological theories ’’ should be used 
as the basis of differential diagnosis and of selection of 
patients for scientific research. John A. Clark 


943. An Aetiological Study of Chronic Urticaria and 
Angioneurotic Oedema 

L. Rees. Journal of Psychosomatic Research [J. psycho- 
som. Res.) 2, 172-189, 1957. 32 refs. 


The relative incidence and importance of certain fac- 
tors in the causation of chronic urticaria and angio- 
neurotic oedema were studied at St. David’s Hospital, 
Cardiff, and East Glamorgan Hospital, Pontypridd, in 
100 unselected patients (39 male and 61 female), another 
group, matched for age and sex, who were admitted 
with appendicitis and hernia serving as controls. There 
was no clear aetiological difference between the two skin 
conditions and they are considered as one for the pur- 
poses of this investigation. In the majority of cases 
there were several causative factors, although one was 
commonly dominant. A specific personality type was 
not found in patients with urticaria and angioneurotic 
oedema, but typically considerable reaction to stress, 
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emotional tension, and suppression of emotion were 
observed. Neurotic symptoms were significantly more 
frequent in the patients than in the controls. In 12 
patients there was a definite tendency for urticaria or 
angioneurotic oedema to develop during the premenstrual 
period. Allergy was a dominant factor in 22 cases and 
a subsidiary one in 13, but if cases of allergy due to 
physical agents were included then the total number in 
which allergy played a part was 55. Infection was a 
causative factor in 9 cases; it was dominant in 4 and 
associated with allergy in 4 and with psychological influ- 
encesinone. The onset of urticaria coincided with stress 
conditions in 51, compared with 8 in the control group, 
the stress being sudden in 11 and prolonged in 40. 
Stressful conditions during the course of the illness were 
noted in two-thirds of the patients. 

A comparison of the group in which allergy played a 
part with the group in which it was unimportant showed 
that the incidence of neurotic personality traits, neurotic 
symptoms, and emotional precipitation of attacks was 
significantly higher in the latter than in the former. Of © 
22 patients in whom allergy was considered the dominant 
factor, emotion played a subsidiary precipitating part 
in 12. Of the 39 cases in which psychological factors 
were dominant, an attack was precipitated in 18 by 
allergic, premenstrual, physical, or infective agents. 

E. H. Johnson 


. Personality Changes in Electroconvulsive Treat- 
ment. A Study of the Effect of Three Successive Electro- 
convulsive Treatments with Special Reference to Spacing 
of Treatments. [In English] 

A. STENBACK, R. VIITAMAKI, and S. KUKKONEN. Acta 
psychiatrica et neurologica Scandinavica [Acta psychiat. 
scand.] 32, 345-359, 1957. 35 refs. 


In a study of personality changes in patients receiving 
electric convulsion therapy (E.C.T.), carried out at 
Lappvik Hospital, Helsinki, two groups of patients were 
compared, the first group (21 patients) receiving E.C.T. 
twice a week and the second group (16 patients) receiving 
E.C.T. on 3 successive days. The patients were vari- 
ously suffering from depression, schizophrenia, schizo- 
phreniform psychosis, and paranoid psychosis. : 

Memory tests (the digit-span, paired-associates, and 
other tests of immediate recall and recent memory) 
showed that one week after the third E.C.T. there was an 
invariable improvement in memory, the results being 
slightly better in the group receiving E.C.T. daily. [The 
differences, however, seem of doubtful significance 
statistically.] The increase in memory function is 
regarded as a result of the emotional improvement follow- 
ing E.C.T. From a study of the results of the Rorschach 
test it was concluded that the patients also showed signs 
of a psycho-organic syndrome. This syndrome is 
assumed to be associated with a “‘ reconstruction of the 
inner life ” through repression of painful memories. 

F. K. Taylor 
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NEONATAL DISORDERS AND 
PREMATURITY 


945. The Respiratory Difficulties of Caesarean Babies. 
{In English] 

J. CraiG and M.S. Fraser. Annales paediatriae Fenniae 
[Ann. Paediat. Fenn.| 3, 143-152, 1957. 27 refs. 


The influence of Caesarean section on respiratory 
distress in infants so delivered is discussed. In assessing 
this influence it is difficult to distinguish between the 
effect of the maternal and obstetric circumstances necessi- 
tating section and the effect of section itself. The 
authors found from experience at the Maternity Hospital, 
Aberdeen, during the years 1949 to 1955 that respiratory 
difficulties were relatively commoner after section than 
after vaginal delivery. Further, after Caesarean section 
the initiation of respiration was more seriously delayed, 
and a significantly larger number of infants required 
active resuscitation. 

During the 6-year period, 1,094 mothers were delivered 
by Caesarean section; there were 17 stillbirths and 49 
neonatal deaths, 5 of the latter being due to congenital 
malformation and 43 being adequately explained by the 
condition of the mother. In the remaining case the 
infant died from hyaline membrane disease at the age of 
3 days. The frequency of hyaline membrane as a cause 
of death in infants delivered by Caesarean section, per 
vaginam, and prematurely is discussed. The authors 
point out that prematurity plays a large part in neonatal 
respiratory distress, and the risk of the latter is accord- 
ingly greater after Caesarean section in such cases. In 
their group of 517 live-born premature infants there were 
19 deaths associated with respiratory difficulties, 5 of 
which followed Caesarean section. 

It is concluded that the association of neonatal respira- 
tory distress with Caesarean section is probably inci- 
dental, and the view that this method of delivery is itself 
a predisposing factor should not be accepted without 
question. David Morris 


946. Atelectasis with Hyaline Membrane. [In English] 


Vv. M. Crosse. Annales paediatriae Fenniae [Ann. 
Paediat. Fenn. 3, 153-169, 1957. 8 figs., 9 refs. 


The incidence of atelectasis with hyaline membrane in 
prematurity was studied in 923 premature infants at 
Sorrento Maternity Hospital, Birmingham. At necropsy 
on 252 of the 265 infants who died hyaline membrane 
or eosinophilic material (the protein-rich pulmonary 
oedema fluid from which the membrane is formed) was 
found in 155 (61-5°%). The incidence was highest in 
infants of between 28 to 34 weeks’ maturity, decreasing 
after 34 weeks, and was lowest in infants under 28 weeks’ 
maturity. Males were more commonly affected than 
females, and there was a higher incidence among infants 
of multiparae. Birth order, maternal age, and toxaemia 


did not appear to be related to the incidence of hyaline 


. membrane, but an increased incidence was observed in 


cases of hydramnios and non-toxic antepartum haemor- 
rhage and when severe asphyxia was present at birth. 
The incidence was highest in infants admitted 1 to 4 hours 
after birth and lowest in those admitted within one hour 
of birth. Of the 102 infants with hyaline membrane, 97 
died in the first 48 hours of life and 2 on the third day. 
Of the 53 infants with eosinophilic material, 41. died 
during the first 3 days of life. 

The author discusses the possible effect of birth 
asphyxia and of increased capillary permeability on the 
development of hyaline membrane in premature infants; 
when premature birth cannot be prevented much can 
be done with good care during delivery and in the post- 
natal period to reduce the incidence of membrane 
formation. David Morris 


947. Activity of Glutamic-oxaloacetic Transaminase in 
the Serum in the Neonatal Period 

S. Kove, S. GoLpsTEIN, and F. WrosLEwskI. Pediatrics 
[Pediatrics] 20, 584-589, Oct., 1957. 2 figs., 11 refs. 


At Bellevue Hospital (New York University College of 
Medicine), New York, the glutamic oxalacetic trans- 
aminase (G.O.T.) activity was determined in 63 healthy 
newborn infants at birth and for 11 days thereafter, simul- 
taneous estimations of the serum bilirubin level being 
also performed. By the spectrophotometric method 
employed the normal adult range of G.O.T. activity is 
from 5 to 45 units, but in the newborn it was found to 
range from 13 to 105 units, and in one apparently normal § 
infant it reached 160 units. There was no correlation 
between the serum G.O.T. activity and bilirubin level, 
nor was activity related to age, except that G.O.T. activity 
in serum obtained from the umbilical cord blood never 
exceeded 59 units. It is concluded that a high serum 
G.O.T. activity (up to 120 units) must be considered 
physiological in the newborn. 

W. H. Horner Andrews 


948. Measurement of Activity of Transaminases in the 
Serum as an Aid in Differential Diagnosis of Jaundice ir 
the Neonatal Period 

S. Kove, S. GoLpsTeIn, and F. WrdosLewski. Pedia- 
trics [Pediatrics] 20, 590-600, Oct., 1957. 4 figs., 8 refs. 


In this further study [see Abstract 947] the authors 
have determined the activity of the enzyme glutamic 
pyruvic transaminase (G.P.T.)—which catalyses the 
formation of glutamate and pyruvate from alanine and 
a-ketoglutaric acid—in the serum of the 63 healthy 
newborn infants previously examined. It was found to 
range from 12 to 80 units: The activity was usually 
lowest in cord blood and reached a peak during the 4th 
and 5th days; it bore no relationship to the degree of 
hyperbilirubinaemia normally present. In adults the 
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normal range of G.P.T. activity is stated to be from 5 to 
40 units. The activity of G.P.T. was not correlated 
with that of glutamic oxalacetic transaminase (G.O.T.) in 
any one infant. In cases of mild to severe haemolytic 
disease of the newborn, as shown by serial determinations 
in 6 infants, the values of G.O.T. and G.P.T. activity never 
rose above 120 and 76 units respectively. In very severe 
haemolysis the G.O.T. activity in the serum may be 
temporarily increased to 300 or 400 units, whereas that 
of G.P.T. remains within normal limits. In neonatal 
biliary obstruction both G.O.T. and G.P.T. activities 
increase and may reach values of 800 units for the dura- 
tion of the obstruction. W. H. Horner Andrews 


949. Haemolytic Disease of the Newborn Due to Rh 
Isoimmunization. A Ten-year Review with Emphasis on 
Exchange Transfusion 

L. LOWENSTEIN and M. Sasin. Canadian Medical 
Association Journal [Canad. med. Ass. J.| 77, 807-814, 
Oct. 15, 1957. 14 refs. 


950. The Effect of Humidity on Survival of Newly Born 
Premature Infants 

W. A. SILVERMAN and W. A. BLanc. Pediatrics [Pedia- 
trics] 20, 477-487, Sept., 1957. 7 refs. 


The effect of two contrasting conditions of humidity 
upon respiratory rate, death rate, and necropsy findings 
in premature infants in the first 5 days of life was investi- 
gated at the Babies Hospital, New York. In infants 
placed in environments of “80 to 90% relative 


humidity ”, which was achieved without the use of mist, 
‘he respiratory rate was more rapid, body temperature 


was higher, and the death rate was lower than in 
controls in 30 to 60% relative humidity. The more 
rapid respiratory rate could reasonably be correlated 
with higher body temperature at the greater humidity, 
but the difference in mortality could not be satisfactorily 
explained. The effect of contrasting conditions of 
humidity at the same body temperature is to be the 
subject of a further study. Margaret D. Baber 


951. Blood Oxygen Studies in Premature Infants 

P. M. and P. Hupson. | Archives of Disease 

in Childhood [Arch. Dis. Childh.] 32, 392-396, Oct., 1957. 
4 figs., 13 refs. 


In the blood oxygen studies here reported from the 
University of Liverpool the haemoglobin value was 
determined and the oxygen saturation estimated micro- 
gasometrically in blood collected by heel prick from 
40 premature infants, in some of whom the effect of 
the administration of oxygen was also studied. The 
mean value for blood oxygen saturation in these subjects 
was 88%, compared with 93°%% in full-term infants. 
Increasing the blood oxygen tension by administering 
oxygen for short periods caused a rise in the oxygen con- 
tent and saturation of the blood on 21 of the 23 occasions 
on which it was tried. The authors stress that there was 
no indication that increasing the oxygen tension was of 
any benefit to these infants or that such treatment was 
required, and conclude that the routine estimation of 
blood oxygen values is not likely to assist in the manage- 

.ment of healthy premature babies. Wilfrid Gaisford 

x 
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952. Reducing Sugars in the Urine and Blood of Pre- 
mature Babies 

J. C. HAwortH and M. S. MACDONALD. Archives of 
Disease in Childhood-{Arch. Dis. Childh.| 32, 417-421, 
Oct., 1957. 2 figs., 6 refs. ‘ 


Having previously observed that many normal full-term 
infants excreted reducing sugars in their urine the authors 


-extended their investigations at the Jessop Hospital for 


Women and the Children’s Hospital, Sheffield, to pre- 
mature infants. Of 26 premature male infants examined, 
reducing substances other than glucose, chiefly lactose, 
galactose, and xylose, were found in the urine of 20. 
In 10 of these cases the blood was also examined chro- 
matographically and shown to contain galactose in one 
case and lactose in another. Possible explanations for 
the galactosuria are discussed, hepatic immaturity and 
patency of the ductus venosus—which would allow some 
of the portal blood containing galactose to by-pass the 
liver and enter directly into the systemic circulation— 
being considered. The lactosuria is assumed to be due 
to inadequacy of lactase. Wilfrid Gaisford 


CLINICAL PAEDIATRICS 


953. Milk Allergy. I. Observations on Incidence and 
Symptoms in ‘‘ Well’’ Babies. II. Observations on 
Incidence and Symptoms of Allergy to Milk in Allergic 
Infants 

K. D. BACHMAN and S. C. Dees. Pediatrics [Pediatrics] 
20, 393-399 and 400-407, Sept., 1957. 4 figs., 32 refs. 


With the object of determining the incidence of allergy 
to cow’s milk the authors analysed details of the diet and 
of symptoms in 403 infants, most of whom were cared 
for over a 2-year period at the Well Baby Clinic, Duke 
Hospital, Durham, North Carolina. The incidence of 
allergy to cow’s milk was 1°% in the series as a whole, or 
1:3% of the 304 fed on cow’s milk. Colic, diarrhoea, 
skin rashes, and wheezing were considered to be due to 
milk allergy if these symptoms disappeared when milk 
was withdrawn from the diet and recurred when milk 
was again introduced. Skin tests and examination of 
stool smears for eosinophilia were not regarded as prac- 
ticable routine diagnostic procedures. 

Of 172 children under 2 years of age in whom allergy 
was suspected, 109 proved to be allergic, and of these, 
33 showed sensitivity to cow’s milk. Eczema was the 
commonest symptom in this group, and in infants under 
the age of 9 months it was considered to be due to milk 
allergy. Margaret D. Baber 


954. The Sweat Test in the Diagnosis of Fibrocystic . 
Disease of the Pancreas 

E. Fincu. Journal of Clinical Pathology {J. clin. Path.} 
10, 270-272, Aug., 1957. 1 fig., 11 refs. 


The author recalls that the sweat test for the diagnosis 
of fibrocystic disease of the pancreas owes its origin to 
an observation made during a heat wave in New York in 
1948, when it was noted that more than half of the 
children admitted to hospital with heat prostration were 
suffering from fibrocystic disease of the pancreas. It 
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was later confirmed by Darling and by Di Sant’Agnese 
et al. that patients with fibrocystic disease of the pancreas 
lose four to five times the normal amount of sodium 
and chloride in the sweat. The present communication 
reports 9 cases of fibrocystic disease of the pancreas in 
children aged 2 weeks to 7 years seen at the Children’s 
Hospital, Sheffield. The sweat test was carried out by 
Shwachman’s modification of Darling’s method, which 
is described in detail, and other laboratory procedures 
included the “‘ lipiodol ” test, estimation of the faecal and 
duodenal trypsin content, and fat balance studies. The 
control group consisted of patients with steatorrhoea or 
chronic respiratory infections, all showing failure to 
thrive, in whom fibrocystic pancreatic disease had been 
ruled out by the procedures mentioned above. 

In all 9 cases of fibrocystic disease there was a persis- 
tently high level of sodium and chloride content in the 
sweat, significantly higher than any found in the control 
patients. The findings suggest that a sweat sodium 
content above 80 mEq. per litre and a chloride content 
above 60 mEq. per litre, together with relevant clinical 
features, are diagnostic of fibrocystic disease of the 
pancreas. However, no relationship was found between 
the degrees of pancreatic and pulmonary involvement and 
the level of electrolytes in the sweat. It is noted that 
the sweat test is the only test which gives constant results 
at all stages of the disease and the only test the results 
of which are not invalidated while the patient is receiving 
pancreatin therapy. Marianna Clark 


955. Late Cerebral Sequelae of Icterus Gravis Neona- 
torum. (Cerebrale Spadtschaiden nach Icterus gravis) 

L. BALLow1Tz and G. FLEISCHHAUER. Monatsschrift fiir 
Kinderheilkunde |Mschr. Kinderheilk.] 105, 328-333, Sept., 
1957. 27 refs. 

The early signs of cerebral damage in icterus gravis may 
soon disappear, so that sequelae may arise after a 
variable latent period in apparently undamaged patients. 
The symptomatology and nosology of the late sequelae 
are discussed with reference to the literature and to 135 
cases of erythroblastosis foetalis seen at the Paediatric 
Clinic of the Free University of Berlin since 1947. 
Exchange transfusion was performed in 125 cases for Rh 
sensitization and in 10 for Group-A or Group-B 
incompatibility; 19 of the infants died in the neonatal 
period. In the early part of the study Rh-negative 
blood was scanty and after the first 400 ml. of each 
transfusion Rh-positive blood was given. The results, 
however, were not good. Since 1950 only. Rh-negative 
blood has been used and results have improved dramatic- 
ally, the mortality among 111 infants receiving exchange 
transfusions in this period being 6-3%. 

Follow-up examination, including passive and muscu- 
lar function tests and intelligence tests, was carried out 
every 3 to 6 months, and details for 86 of the children are 
presented. Of 40 children now over 3 years of age, 36 are 
well and healthy. Of the remaining 4, whose history 
and findings are briefly outlined, one suffers from athe- 
tosis, torsion spasm, and mental defect, a second has 
spastic hemiparesis and mild muscular atrophy, the third 
shows convergent squint and mild mental defect, while in 
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the fourth behaviour disorders are reported. Another 
36 children are now aged between 1 and 3 years and these 
are all well, as are the remaining 10 infants now aged 6 
months to one year. This last age group is that in 
which cerebral damage as a late sequela usually first 
becomes apparent. 

Another 32 infants with icterus gravis were seen but 
not given exchange transfusion, either because they were 
admitted in extremis or too long a period had elapsed 
after birth; of these, 11 died within a few hours of 
admission. A further 8 who were admitted after the 
fourth day of life with severe haematological symptoms 
were given small blood transfusions or cortisone, but only 
one of the 4 survivors of this group is quite normal. 
Lastly, of 12 children admitted late but with only slight 
haematological symptoms, 9 are alive; 3 of these are 
known to be normal and one to have athetosis and 
opisthotonos. 

The authors conclude from these results that ex- 
change transfusion not only lowers the immediate mor- 
tality in icterus gravis, but also largely prevents late cere- 
bral damage. From a study of the development of 
such cerebral damage, however, no regular pattern of 
symptoms could be recognized. The authors recom- 
mend that exchange transfusion should be given even 
if the haematological symptoms are only mild provided 
the direct Coombs test is positive and the child is seen 
soon after birth, but is not justifiable after the third day 
without icterus even although the Coombs reaction is 
positive. Patients admitted late with severe icterus 
present a special problem because cerebral damage may 
already be present, and indeed was present in 2 such cases, 
although 5 other similar infants appeared to have escaped 
this complication. F. Hillman 


956. Knock-knee in Children 
A. J. M. Morey. British Medical Journal (Brit. med. 
J.] 2, 976-979, Oct. 26, 1957. 7 figs., 3 refs. 


The incidence and aetiology of knock-knee were 
studied from the findings on examination of 451 children 
under the age of 5 and 318 school-children, aged 5 to 11 
years, most of whom were seen on one occasion only. 
Age, weight, and height of the children, the extent of 
knock-knee (measured by the intermalleolar distance), - 
and the incidence of ankle deformities, pes valgus, and 
flat-foot were recorded. Knock-knee was commonest at 
the age of 3 to 34 years, when only 26% of children had 
an intermalleolar gap of less than 1 inch (2-5 cm.). At 
this age 22°%% of children had a gap of 2 inches (5 cm.) 
or more,.but by the age of 7 only 2°%% were similarly 
affected. Of childreri under the age of 18 months, 97°% 
were flat-footed, but by the age of 10 years only 4% 
showed a marked flattening. The average weight of 
children with knock-knee was greater than that of a 
similar group without knock-knee, but there was no 
relationship between flat-foot and body weight. It is 
concluded that knock-knee is a normal phase of develop- 
ment in children which can safely be ignored unless the 
intermalleolar distance is over 34 inches (9 cm.) or there 
is an underlying cause, such as epiphysial damage from a 
fracture or renal rickets. Peter Ring 
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957. Parental Age in Achondroplasia and Mongolism 
L. S. Penrose. American Journal of Human Genetics 
[Amer. J. hum. Genet.) 9, 167-169, Sept., 1957. 12 refs. 


The association of achondroplasia with advanced 
parental age has frequently been reported, but there has 
been no reliable information whether maternal or paternal 
age was primarily implicated. Stevenson (Amer. J. 
hum. Genet., 1957, 9, 81; Abstr. Wld Med., 1958, 23, 60) 
recently carried out a survey in Northern Ireland covering 
the parents of 46 subjects with achondroplasia and a 
control group, and in the present communication from 
the Galton Laboratory, University College, London, the 
associations found in this and previous surveys for 
achondroplasia are compared with those already estab- 
lished for mongolism by the author and other workers. 

The partial correlation between the incidence of achon- 
droplasia (Stevenson’s data) and father’s age, holding 
maternal age constant, is -+0-293+0-090, while the 
correlation with mother’s age, holding paternal age 
constant, is —0-084+0-098. Comparable figures for 
mongolism (Penrose, J. Genet., 1933, 27, 219) are 
—0-011+40-035 and -+0-221-++0-033 respectively. For 
achondroplasia (collected data, 222 cases), the mean 
excess of father’s age over that in the relevant control 
groups is +5-6 years, while the mean excess of mother’s 
age is +3-5 years. For mongolism (collected data, 980 
cases) the figures are +5-8 and +6:7 years respectively. 

Both these methods of assessment indicate strongly 
‘hat the association of achondroplasia with the father’s 
age is greater than with mother’s, and that the reverse 
situation obtains in mongolism. R. H. Cawley 


°58. The Genetic Aspects of Atherosclerosis 
©. O. WHEELER. American Journal of Medicine [Amer. 
J. Med.) 23, 653-660, Oct., 1957. 3 figs., 15 refs. 


In a study of the genetics of hypercholesterolaemic 
,anthomatosis, carried out at Harvard Medical School, 
Boston, 180 relatives of 12 patients with this disorder 
were examined. The propositi had serum cholesterol 
levels above those of the 95th percentile of controls of 
the same age, a clear serum, and tendon xanthomata— 
that is, the “* full syndrome ”’; in addition, 8 of them had 
coronary arterial disease, 8 had xanthelasma, and 3 had 
skin xanthomata. Only persons who had the full 
syndrome or those who had hypercholesterolaemia 
and a parent or sibling with the full syndrome were 
regarded as having hypercholesterolaemic xanthomatosis. 
By this criterion among the 119 children and siblings of 
affected persons there were 63 with hypercholesterolaemia 
and 31 with tendon nodules; the incidence of hyper- 
cholesterolaemia did not vary with age, whereas that of 
tendon nodules did, being 17-4°% among those under 19 
years of age, but rising to 88-3°%% in those over 40. Of 
the 68 children belonging to 25 families in which one 
parent was affected, 34 (50°%) were also affected. In 12 


sibships with at least one affected member there were 26 
affected persons; the number expected from inheritance 


__ as a dominant would be 25. There was no correla- 


tion with sex or birth order. The findings suggest that 
hypercholesterolaemic xanthomatosis is inherited as an 
autosomal dominant, the heterozygous offspring having 
hypercholesterolaemia and later developing xantho- 
mata and other clinical manifestations of the disorder 
more frequently with increasing age. 

G. C. R. Morris 


959. Heredity in Ankylosing Spondylitis 
‘W. GRAHAM and I. A. Ucuipa. Annals of the Rheu- 


matic Diseases [Ann. rheum. Dis.) 16, 334-339, Sept., 
1957. 5 figs., 2 refs. 


Ankylosing spondylitis mostly occurs sporadically 
and in isolated cases, but there have been a number of 
reports of multiple cases occurring within the same 
family. The evidence indicates that susceptibility to 
the disease is influenced by a genetic factor, and 
Kersh et al. (Amer. J. hum. Genet., 1950, 2, 391) have 
suggested inheritance as a single autosomal dominant 
gene with incomplete penetrance (possibly 70°% for males 
and 10% for females). However, penetrance appears to 
be almost complete for both sexes in sibships containing 
affected females, particularly if they have an affected . 
mother. It is possible, however, that sporadic cases may 
not have the same genetic aetiology as familial cases and 
that some such cases are due to mutations or to environ- 
mental factors to which the male is peculiarly susceptible. 

The present authors, writing from the University of 
Toronto, record the pedigree of 8 affected members 
(3 male, 5 female) in 2 generations which supports the 
hypothesis of greater penetrance when females are 
affected and also confirms inheritance as a dominant 
gene. The pedigree shows 5 generations, in the third of 
which there is a sibship of 9 (2 males and 7 females), of 
whom 5 (one male and 4 females) are affected. The 
father of the sibship was probably affected and the 
paternal grandfather had a history of arthritis and badly 
deformed feet for most of his life; the paternal grand- 
mother was unaffected and there was no history of rheu- 
matic disease in the mother or her relatives. Of the 4 
affected females, 3 married unaffected men (who, inci- 
dentally, were brothers) and 2 of these each has an 
affected child (one male in a sibship of one and one 
female in a sibship of 3 females and a male). One un- 
affected female of the sibship has one affected female and 
2 unaffected male children. There were no consan- 
guineous matings. The total number of offspring of 
dominant carriers is 19, of whom 9 have the abnormal 
gene (not evident clinically in one case), a proportion 
approximating closely to the expected 50°. 

Radiological examination of all 23 living adult mem- 
bers of the immediate family was carried out. 

E. A, Cheeseman 
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Public Health 


960. Food Poisoning Outbreaks Associated with Spray- with 95°%% in the absence of tetanus toxoid. However, 
dried Milk—an Epidemiologic Study when the same dose of tetanus toxoid was injected into 
R. Armuo, D. A. HENDERSON, R. TIMOTHEE, and H. B. one arm and the mixture of diphtheria toxoid and H. 
Ropinson. American Journal of Public Health [Amer. pertussis vaccine into the other there was no reduction 
J. publ. Hith| 47, 1093-1100, Sept., 1957. 1 fig.,4 refs. in the response to the latter. Mixtures of the three 

The authors report from the University of Puerto Rico  Prophylactics made up in 3 different ways gave virtually 


that over a period of one month in 1956 there were 19 identical results. : : ‘ 
outbreaks of acute gastro-enteritis among children eating The authors consider that the advantages of immuniza- 


school lunches at 16 schools in San Juan, the capital. tion against whooping-cough in the earliest days of life 
Altogether 775 out of 4,094 children were affected, outweigh the very slight risk of provoking poliomyelitis. 
symptoms appearing 1 to 5 hours after eating the meal. However, the increased risk entailed by adding fluid 


There were no deaths and recovery was usually complete toxoid to the vaccine is not known. To reduce it to the 


within 24 hours. Although the results of bacteriological V¢TY Minimum, therefore, they recommend for very 
and toxicological tests were negative, the epidemio- Yung children the injection of plain H. pertussis 


| 
logical evidence incriminated spray-dried, non-fat milk  V@¢cine into one arm and fluid toxoid into the other on | 
powder and the responsible agent was believed to be each of 3 visits. _There would seem to be no objection i 
staphylococcal enterotoxin. Of 13 volunteer subjects ‘© Using mixed diphtheria and tetanus toxoids, and they 
who consumed reconstituted milk made from the same !¢ Of the opinion that the immunization of children 
milk powder, 5 developed acute gastro-enteritis. Aplate #84!nst tetanus should be encouraged, thus eliminating ; 
count made from the milk grew 30,000 bacterial colonies, the disadvantages of therapeutic injections of tetanus I 
but no pathogenic organisms were isolated. When the @ntitoxin. Franz Heimann ‘ 
use of spray-dried, non-fat milk solids was stopped no ‘ 
4 further outbreaks of gastro-enteritis in schools on the 962. The Age Distribution of Poliomyelitis in the United c 
; island occurred. States in 1955 f 
, This is stated to be the first outbreak of its kind w jy y ALL, N. NATHANSON, and A. D. LANGMUIR. 
<t reported in the U.S.A., but reference is made to one _4merican Journal of Hygiene (Amer. J. Hyg.] 66, 214-234, y 
eo previous similar outbreak reported in England by Sept., 1957. 10 figs., 40 refs. @ 
Anderson and Stone (J. Hyg. (Lond.), 1955, 53, 387; 
; Abstr. Wld Med., 1956, 19, 494). John Pemberton In this article from the Communicable Disease Center ; 
y of the U.S. Public Health Service, Atlanta, Georgia, the 1 
iB in Children, to Diphtheria Toxoid Produced by Addition 4955, in 34 States and 3 Territories are analysed on a C 
oe of Tetanus Toxoid and H. Pertussis Vaccine _ regional basis. A higher incidence of paralysis during a 
by G. BousrieLD and L. B. Hott. British Medical Journal the summer months in the north-east and north central li 
[Brit. med. J.] 2, 1213-1215, Nov. 23, 1957. 6 refs. regions than in the rest of the country reflected the occur- r 
Investigations were carried out on children to deter- rence of epidemics in Massachusetts and Wisconsin, th 
mine the effect on their response to a single dose of 30 while a relatively high incidence of paralysis in the west ty 
Lf of purified fluid diphtheria toxoid of the addition of from mid-April to the end of May reflected in part the Se 
different quantities of Haemophilus pertussis vaccine association of paralysis with the administration of con- be 
and of purified tetanus toxoid. Groups of 101 to 166 taminated Cutter poliomyelitis vaccine in that area. gI 
children were tested, all of whom were under 2 years of In all regions the incidence of paralytic disease was Ca 
age and gave a positive Schick reaction initially, the greatest at 2 to 5 years and of non-paralytic disease at 
ie groups being “‘ carefully balanced for age”’. All injec- 4to6years. Among children with either type of disease th 
_ tions were given subcutaneously and the effects were there were more males than females, but among young of 
assessed by determining the Schick-reaction conversion adults of 17 to 30 years the reverse was true. The age he 
Fe rate (S.C.R.) one month later. With diphtheria toxoid distribution curve for paralytic poliomyelitis showed a pr 
p> alone the S.C.R. was 50%, whereas with the addition of | marked trough at ages 7 and 8, reflecting the higher pro- Ty 
shes increasing quantities (from 5,000 million to 20,000 mil- portion of vaccinated children in this age group, and a a 
* lion) of H. pertussis organisms it rose progressively to secondary rise between 20 and 30 years, possibly due to ty; 
+] 95%. The addition of 6 Lf of purified tetanus toxoid the increased risk of exposure of young parents—and We 
to the diphtheria toxoid increased the rate to 54-19% and _ particularly mothers, a factor which may account for the po 
12 Lf increased it to 64°%, but with the addition of 25 Lf predominance of females in this age group. A com- bu 
the rate was only 52:°3%. When 5 Lf of tetanus toxoid parison of the relative age-specific attack rates for ley 
was added to a mixture of diphtheria toxoid and 20,000 paralytic disease for 1955 with those for 1952 in the bo 
million H. pertussis the S.C.R. was 83-69% compared age group 6-9 years in the different regions indicated an at 
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effectiveness of vaccination of roughly 50 to 80°%, which 
is in agreement with estimates based on direct studies 
carried out in 1955. H. Stanley Banks 


963. Serologic Response of School Children to Delayed 
Second Inoculation of Poliomyelitis Vaccine 

G. C. Brown. Proceedings of the Society for Experi- 
mental Biology and Medicine [Proc. Soc. exp. Biol. 
(N. Y.)] 96, 192-194, Oct., 1957. 3 figs., 6 refs. 


In a group of school-children in Ann Arbor, Michigan, 
injection of the second dose of poliomyelitis vaccine had 
to be delayed for 5 months. To determine whether the 
immunity achieved was satisfactory the author studied 
the serological response in 221 of these children before 
and after the second inoculation and compared the 
results with those obtained in a group given the second 
dose of vaccine one month after the first. Immediately 
before the delayed second inoculation 13% of the 
children showed no demonstrable antibody at a titre of 
1:4 to any of the virus types, and only 33% had anti- 
bodies to all 3 types; the remainder lacked antibodies 
to one or two types, principally Type 3 (53%). Two 
weeks after the delayed second inoculation none of the 
children was without antibodies to any type, and 85% 
had antibodies to all 3 types. Only 12°% were lacking 
antibodies to Type 3. The antibody levels attained 
were at least as good as, if not better than, those in the 
children given a second injection after an interval of one 
month. A. Ackroyd 


964. Serological Response of Children to a Third Dose 
of Poliomyelitis Vaccine 

A REPORT TO THE MEDICAL RESEARCH COUNCIL. British 
Medical Journal (Brit. med. J.| 2, 1207-1209, Nov. 23, 
1957. 2 figs., 4 refs. 


The object of this investigation by the Medical Research 
Council was to determine the decline in antibody titre 
after immunization with two doses of British poliomye- 
litis vaccine and the response to a third dose 8 to 11 
months after the second. None of the 107 children given 
the third dose had any detectable antibodies to the three 
types of poliomyelitis virus when first immunized. 
Seven children were excluded from the final analysis 
because antibody titre for one particular virus type was 
greater after the third dose than after the second, indi- 
cating infection with poliomyelitis virus in the interval. 

During the period between the second and third doses 
the geometric mean titre for Type-2 antibody in the sera 
of 100 children had declined 1-7-fold, that for Type 1 
had declined 5-6-fold, and that for Type 3 sixfold; a high 


proportion of the children had titres of 1:4 or less for — 


Types 1 and 3. After a third dose of vaccine there was 
a substantial antibody response to each of the 3 virus 
types in all except 3 of the children; in many the response 
was as good as that observed as a result of infection with 
poliomyelitis virus. The 3 exceptions responded to all 
but one type for which they already had a high antibody 
level. There were considerable variations in the anti- 
body levels reached after the third dose; no child showed 
a titre for Type 2 under 1: 256, but titres of less than 
this for Type 1 and for Type 3 were noted respectively 
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in 13 and 3 children. In some of the children with low 
titres for Type 1 and Type 3 at the time of the third dose 
the response was poor, especially for Type 1. 

No striking differences were evident in the antigenic 
activity of the three batches of vaccine used for the 
primary immunization. A. Ackroyd 


965. Infectious Hepatitis. Report of an Outbreak Prob- 
ably Caused by Drinking Water 

J. W. Mos.ey and W. W. SMITHER. New England Journal 
of Medicine [New Engl. J. Med.| 257, 590-595, Sept. 26, 
1957. 2 figs., 7 refs. 


An outbreak of* infective hepatitis occurred in an 
agricultural area in Kentucky in June and July, 1956, 18 
cases being reported. In this area there are no public 
water or public sewage systems, and drinking water is 
obtained from wells drilled to various depths. Bacterio- 
logical examination of water from 6 wells showed gross 
contamination in 4. Fluorescein dye was then added to 
the septic tanks in these instances, and examination of the 
well-water revealed the presence of the dye at varying 
intervals afterwards; in 3 wells the dye appeared within 
30 hours. The authors consider that the epidemic was 
caused by contamination of drinking water from this 
source. [It seems clear there was faecal contamination 
of the wells; it is therefore surprising that the authors 
make no recommendations for remedying the faults.] 

John Fry 


(66. Brucellosis in Wild Grey Rats. (O 6pyuennese 


y MHKHX Cepbix KpBIC) 

N. T. KuGerova. Muxpoduoaoeuu, Snude- 
Muonoeuu u [Z. Mikrobiol. (Mosk.)] 
28, 25-29, No. 9, Sept., 1957. 7 refs. 


It is important to determine whether the grey rat 
which infests farm houses and cattle sheds can be (1) a 
carrier of Brucella abortus and Br. melitensis, and (2) 
infected experimentally with these organisms, as has been 
claimed by some previous workers. To this end 189 grey 
rats were caught on 6 cattle farms at 3 of which a recent 
outbreak of brucellosis had occurred among the live- 
stock. No Brucella could be demonstrated in any of the 
captured rats by culture of tissue specimens from 12 
different sites of the rat’s body, by agglutination with 
serum from heart blood, or by injecting emulsions of 
lymph nodes, liver, spleen, or bone marrow into guinea- 
pigs. Similarly negative results were obtained with 50 
rats caught on other farms which had no history of bru- 
cellosis among their cattle. 

Experimentally, it was shown that with a highly viru- 
lent strain of Br. melitensis (Strain 548 of the Gamaleya 
Institute) 5 out of 10 grey rats could be infected by sub- 
cutaneous injection of 20 organisms, 15 out of 45 rats 
by feeding 100 to 1,000 organisms by mouth, and 3 out 
of 16 rats simply by keeping them in the same cage as 
8 animals heavily infected experimentally with Strain 548. 
One of the most important findings in this study from an 
epidemiological point of view appeared to be the fact 
that rats infected with Br. melitensis can excrete virulent 
organisms for up to 50 days in their urine. 

K. Zinnemann 
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967. Vapour Pressure and Evaporation of Substances 
in Moving Air. (Ympyrocts napa u ucnapenue Beule- 
CTB B MOMBH}KHOM BOsLyxe) 

V. G. Macax. [ueuena u canumapua [Gig. i Sanit.} 
35-42, No. 8, Aug., 1957. 3 figs. 


In this somewhat mathematical article the author sets 
out a nomogram by the use of which it is possible to 
determine at any given temperature the pressure of the 
dry vapour of a number of substances commonly em- 
ployed in industry. Conversely, the boiling point of 
these substances is easily determined from the nomo- 
gram. It is also possible, given the vapour pressure of 
a substance at a given temperature, to calculate its maxi- 
mum possible concentration in air by means of an 
equation which is set out in detail. 

Further mathematical treatment, which is clearly 
explained, makes it possible to proceed to calculate the 
rate of evaporation of the substances in moving air. 
This is obviously of great importance in determining the 
magnitude of the hazard to be expected in an industrial 
process using the particular substance and in planning 
the ventilation which will be required. Basil Haigh 


968. The Pulmonary Effects of Synthetic Silicates 
Derived from Diatomaceous Earth 
P. Gross, M. L. Westrick, J. M. MCNerRNey, H. H. 


ScHRENK, and R. P. Srsic. A.M.A. Archives of Industrial 
Health [A.M.A. Arch. industr. Hlth] 16, 317-325, Oct., 
1957. 7 figs., 3 refs. 


The product of the calcination of diatomaceous earth 
in the presence of lime and magnesia consists chiefly of 
calcium and magnesium silicates, but may also contain a 
variable amount of free silica in the form of cristabolite 
and quartz. These “ synthetic silicates’? are used in 
industry as adsorbants, settling agents, and clarifiers. 
The potential pathogenicity of 4 such products to the 
lungs of rats on inhalation and intratracheal injection 
was compared with that of control dusts of quartz, 
feldspar, calcium silicate, limestone, and calcium hydrox- 
ide at the Industrial Hygiene Foundation, Mellon Insti- 
tute, Pittsburgh. For intratracheal injection dusts of 
two particles sizes, medium (about 1 yu) and ultra-fine 
(less than 0-1 4), were used; of the former, one to 3 
injections totalling 40 to 75 mg. of 4 test and 5 control 
dusts were given to groups of 12 to 25 rats, these being 
killed at intervals up to 12 months; with the finer dust 
it was found necessary, because of the high immediate 
fatality rate, to give repeated injections of small amounts 
at intervals of about one week, the dosage being deter- 
mined by trial and error, in order to introduce an effective 
total quantity of dust into the lungs while allowing at 
least 10 rats in each group of 12 to 43 to survive the 
immediate effects. For inhalation ultra-fine dusts were 
used, groups of 40 rats being exposed to the various test 
and control dusts for 6 hours a day, 5 days a week, for 
15 months; several animals from each group were killed 


at intervals and all survivors at 24 months—that is, after 
withdrawal from exposure for 9 months. 

No significant changes were found in the lungs of 
animals receiving limestone, calcium hydroxide, or cal- 
cium silicate dust by either route. Both on inhalation 
and intratracheal injection quartz dust of medium par- 
ticle size produced typical silicotic nodular fibrosis in 
most animals, but the ultra-fine dust proved, un- 


expectedly, relatively non-pathogenic, particularly on — 


injection. The lungs of animals injected with feldspar 
showed scattered foci of grey pigmentation, appearing 
later and being less pronounced with the finer dust. 
Microscopically, the reaction to feldspar [? by both 
routes] was marked by the formation of cellular nodules 
with central dust-containing macrophages surrounded 
by a zone of lymphocytes, but containing no collagen. 
There was a minor degree of focal collagenous thickening 
of the alveolar and atrial walls. The pulmonary lymph 
nodes showed focal fibrosis only in 20°% of the animals 
receiving medium fine feldspar dust. 

Two of the synthetic silicates caused microscopic 
changes in the lungs similar to those caused by feldspar. 
With the remaining two the appearances were inter- 
mediate between those seen with feldspar and with 
quartz, the essential change consisting in the presence of 
moderate amounts of acid-insoluble ash in‘ the air spaces 
adjoining the thickened alveolar walls, in the lymph 
nodes, and in the interstitial foci, with collagen produc- 
tion in these foci and a limited amount of diffuse alveolar 
and lymph-node fibrosis, though the fibrosis was less in 


severity, extent, and incidence than that produced by ~ 


quartz. It is suggested that the fibrogenic potential of 
these two synthetic silicates was probably related to the 
cristobalite content (8°%) of one and the a-quartz content 
(5°%) of the other. Ethel Browning 


969. An Investigation into the Acute Respiratory Re- 
action to the Inhalation of Tamarind Seed Preparations 
P. G. TuFFNELL and I. DiINGWALL-Forpyce. British 
Journal of Industrial Medicine (Brit. J. industr. Med. 14, 
250-252, Oct., 1957. 4 refs.- 


As previously reported (Brit. J. industr. Med., 1957, 
14, 105; Abstr. Wld Med., 1957, 22, 236), textile workers 
using a new sizing agent made from the seed of Tamarin- 
dus indica developed tightness in the chest, cough, 
purulent sputum, and pyrexia. In a study undertaken 
at the University of Manchester to confirm that the 
tamarind seed was the causative factor in this illness 4 
workers previously affected and 4 control workers not 
previously exposed were given inhalations of the follow- 
ing powders on different days: (A) starch, (B) starch plus 
the sizing agent, (C) starch with the sizing agent but 
minus the tamarind factor, and (D) starch plus pure 
tamarind powder. Their reactions, in respect of maxi- 
mum volume ventilation (M.V.V.), total leucocyte and 
eosinophil count, and temperature, were observed, and 
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at the end of the study intradermal tests for sensitivity 
to tamarind size were performed. 

In the 4 previously affected workers Powder A caused 
no changes, but Powder B caused a sharp reduction in 
the M.V.V. within 4 hours of inhalation, all 4 subjects 
developing breathlessness, cough, and headache, and 
all had evening pyrexia ranging up to 102° F. (38-9° C.). 
These signs and symptoms subsided in 3 or 4 days. The 
subjects not previously exposed did not react to Powder 
B after a first inhalation; but when they were given 
inhalations twice weekly 3 of the 4 subjects reacted like 
the exposed workers after an exposure varying from 4 
to 12 inhalations; the remaining subject still mani- 
fested no reaction. Those affected showed a sharp 
eosinophilia 24 hours after exposure, and the maximum 
depression of M.V.V. occurred 2 to 5 hours after inhala- 
tion of tamarind extract. Powder C produced no reac- 
tion in any-of the subjects, and the intradermal skin tests 
gave a negative reaction in all cases. These results 
are taken to- indicate an allergic rather than a toxic 
basis for the reaction. L. W. Hale 


970. The Effect of the Use of Calcined Alumina in China 
Biscuit Placing on the Health of the Workman 

A. MEIKLEJOHN and E. Posner. British Journal of 
Industrial Medicine (Brit. J. industr. Med.) 14, 229-231, 
Oct., 1957. 13 refs. 


It has long been recognized that the incidence of sili- 
cosis is high among china biscuit-ware placers using 
flint as the placing medium. In 1948 regulations were 
introduced prohibiting the use of powdered flint or quartz 
without the addition of other substances, and since then 
calcined alumina has been widely employed. Labora- 
tory experiments have shown, however, that this and 
similar compounds can produce severe fibrosis of the 
lungs in rats. An inquiry into this problem was under- 
taken by the Mass Radiography Service, Stoke-on- 
Trent, 99 out of 117 men who entered employment after 
the introduction of calcined alumina being interviewed 
and examined radiologically. Pneumoconiosis was diag- 
nosed in 10 men, but on further inquiry all were found to 
have been exposed previously to other dusts known to 
cause pneumoconiosis. While the authors are unable 
to state categorically that the use of calcined alumina is 
entirely free from risk, they consider the evidence indi- 
cates that this substance is not harmful, a view which is 
supported by the fact that pneumoconiosis has not been 
found among alumina workers. John Pemberton 


971. Air Pollution in Diesel Bus Garages 

B. T. Commins, R. E. WALLER, and P. J. LAWTHER. 
British Journal of Industrial Medicine [Brit. J. industr. 
Med.) 14, 232-239, Oct., 1957. 2 figs., 11 refs. 


Diesel engines, when ‘operated efficiently, emit less 
carbon monoxide and unburnt fuel than petrol-driven 
engines, but when not so operated, and particularly at 
full load, they emit black smoke containing carcinogenic 
hydrocarbons. In this paper from St. Bartholomew’s 
Hospital, London, the authors report a study of the 
amounts of smoke, polycyclic hydrocarbons, nitrogen 
dioxide, aldehydes, carbon monoxide, and sulphur 


303 
dioxide in the air at various sites inside and outside two 
London bus garages. There was consistently more 
smoke inside the garages, but an excess of polycyclic 
hydrocarbons was not invariably found. In winter, 
when there was a high level of these substances in the 
external air, the small contribution apparently made by 
the buses was negligible in proportion to the total. 
Nitrogen dioxide concentrations were below those laid 
down by the American Conference of Governmental 
Industrial Hygienists in 1956. The concentration of 
aldehydes was sufficient to cause irritation of the eye, 
particularly when buses were started from cold. Neg- 
ligible concentrations of carbon monoxide were found 
in the garages, and there was no evidence of abnormal 
concentrations of sulphur dioxide. Fhe authors empha- 
size that the London bus engines are derated by 10% to 
reduce the possibility of heavy smoke emission, and that 
their findings cannot be directly applied to conditions 
obtaining in streets in the open air. This aspect of the 
subject is being studied. John Pemberton 


972. A Review of 102 Cases of Beat Conditions of the 
Knee 

W. B. RoantreeE. British Journal of Industrial Medicine 
[Brit. J. industr. Med.| 14, 253-257, Oct., 1957. 2 refs. 


Various lesions affecting the knees are well known to 
coal-miners under the collective term of “* beat knee ”’. 
The 102 cases described in this paper occurred in seven 
collieries in the Yorkshire area and were all in miners 
who had to work kneeling because of the thinness of the 
coal seams, which nowhere exceeded 4 ft. (1:2 m.) in 
thickness. The lesions could be classified as (1) inflam- 
matory lesions (43 cases), (2) pressure lesions (51), and 
(3) other conditions (8). The inflammatory lesions con- 
sisted in either follicular abscesses or acute diffuse 
cellulitis; staphylococci were the only organisms isolated. 
Treatment was by standard antibiotic therapeutic and 
physical methods. The time lost by this group averaged 
14 days. (2) The pressure lesions were seen as bursitis in 
various situations about the knee-joint, in 30 of the 51 
cases affecting the prepatellar bursa. The effusion into 
these bursae was always blood-stained, both at initial 
and subsequent aspirations. Onset was usually insidious 
and very rarely related to a known trauma. 

Examination of 84 facemen who worked in a kneeling 
position showed that only 32 had completely normal 
knees, the most frequent abnormalities being some 
excess of prepatellar fluid or some diffuse subcutaneous 
thickening. Pressure lesions are the result of prolonged 
weight transmission through surfaces not intended for 
such stress. Their treatment consists in avoiding kneeling 
and in aspiration of the joint, bandaging, and suitable 
exercises. It is suggested that injections into the sac of 
hyaluronidase or hydrocortisone may also be useful. 
Premature return to work favours recurrence of the 
bursitis. Of 13 cases treated surgically, 6 were very 
successful, the men having worked kneeling for up to 
20 years since operation, but 6 others were disappointing, 
and one was too recent to allow of assessment. Surgi- 
cally treated cases need a longer respite from kneeling 
work than those treated conservatively. 
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Other conditions included cases of bursitis due to 
severe trauma, patellar tendinitis, and aseptic periostitis 
of the tibial tuberosity. For all these conditions the 
wearing of knee pads is the main preventive measure, but 
these have their limitations in that they hinder skin 
ventilation, tend to cause maceration of the skin, and 
trap sharp coal particles. It is suggested in conclusion 
that a recommended outline of treatment should be 
codified and publicized, and that miners should be 
urged to seek treatment early. L. W. Hale 


973. Absence and the Physical Conditions of Work 

R. D. SHEPHERD and J. WALKER. British Journal of 
Industrial Medicine (Brit. J. industr. Med.| 14, 266-274, 
Oct., 1957. 1 fig., 10 refs. 


An examination was carried out by the Medical Re- 
search Council’s Industrial Psychology Research Group, 
University College, London, of the relation between 
absence from work and the physical conditions of the 
worker’s job in an engineering firm and in two large 
iron and steel works. Assessments in respect of physical 
heaviness of work, continuity of working, temperature, 
dust, and fumes were made for 296 different jobs by the 
foremen and managers of the departments concerned, 
whose ratings were found to show a statistically reliable 
degree of consistency within departments, although there 
were some discrepancies between the ratings given to 
similar jobs in different departments; these, however, 
did not affect the broader classification of jobs used in the 
analysis. For a sample of 1,526 men such details as 


age, length of service, wages, and job were obtained from 


the firms’ records. The number and duration of each 
man’s absences during 1952 were also determined, and 
from them two indices of absence were calculated, 
expressing as percentages the ratios between shifts lost 
and total possible shifts (percentage shifts lost) and 
between number of absences (of whatever duration) and 
total possible shifts (percentage incidence of absence). 
Comparison of the average values of these indices of 
absence for men of different ages showed that both inci- 
dence of absence and percentage of shifts lost were 
lowest in the 35-44 age group, and that the youngest 
and the oldest men had higher absence rates than those 
between 35 and 54. For the analysis of absence rates 
according to work conditions the men were divided into 
two groups, those under and those over 45. A consistent 
relationship between physical heaviness of work (which 
was rated as heavy, medium heavy, or light) and the 
indices of absence was found in both groups, both the 
incidence and the amount of absence increasing as the 
work became heavier. These differences were even 
more marked, especially among the older men, when 
continuity of work was also taken into consideration, 
continuous heavy work being associated with much 
higher absence rates than heavy work with some pauses, 
whereas the rates were much the same for light work 
whether continuous or with many pauses. However, 
no consistent relationship was found between absence 
and continuity of work alone, although in the older age 
groups men on continuous work appeared to lose more 
shifts through absence than those whose work was inter- 
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mittent. No clear relationship was found between rates 
of absence and the degree of exposure to dust and fumes, 
but there was an unexpected tendency for absence to 
decrease with increasing exposure to high temperatures. 
The authors.are careful to point out that their findings 
must be evaluated in relation to other factors in the 
working situation, such as selection and placement of 
workers (and particularly the medical supervision of 
placement), the effects of which couid not be assessed 
quantitatively. E. G. Chambers 


974. Skin Lesions in the Commercial Preparation of 
Potassium Bichromate. (Hautschidigungen bei der 
industriellen Gewinnung von Kaliumbichromat) 

C. TATARuU, A. MARINEscu, I. CaPUSAN, R. RIPAN, and 
C. LiteaNu. Berufsdermatosen [Berufsdermatosen] 5, 
218-231 and 283-295, Sept. and Nov., 1957. 13 refs. 


The incidence of skin lesions with nasal perforation in 
workers in the chromate industry has been estimated by 
various authorities to be between 70 and 80%, and that 
of skin lesions without perforation at 5 to 10%. These 
lesions have generally been regarded as allergic in nature, 
and disturbances in the nervous system (facial paralysis, 
anisocoria, and papilloedema) have been reported. 

The present investigation, carried out at the University 
Skin Clinic, Cluj, Roumania, on 53 men employed in 
extracting potassium bichromate from chromite ore, 
revealed skin or nasal lesions in 44 (83°), both lesions 
being present in 38. This high incidence is attributed 
to the considerable risk of direct skin contact and trauma 
in several phases of the process and also to the fact that 
the atmosphere was permanently saturated with dust 
containing from 0-22 to 25-3 mg. of chromium per 
c. metre. Most of the lesions appeared during the first 
year of exposure, irrespective of the age or status of the 
workmen. The nasal lesions, which were located mainly 
in the lower and middle third of the septum, appeared 
first as yellow spots, going on to ulceration and painless 
perforation 15 days to 3 months later; healing did not 
depend on continuance or cessation of work. The skin 
lesion began as a superficial erosion on which were 
superimposed small, hard painful papules, soon con- 
verted to round ulcers secreting a serous fluid. Symp- 
toms of chronic chrome poisoning, consisting in anaemia, 
diarrhoea, pallor, headache, and lassitude, were noted in 
some workers with long-continued exposure. 

Histological examination of early and ulcerative skin 
lesions suggested that the pathological process originates 
in injury of the walls of the blood vessels, causing 
increased permeability with serous exudation and 
diapedesis. In the ulcerative stage the lumen of the 
blood vessels was filled with polymorphonuclear leuco- 
cytes and erythrocytes, with surrounding eosinophilic 
infiltration. Skin tests, including intracutaneous injec- 
tion of sexivalent and trivalent chrome compounds, 
gave negative results, and guinea-pigs subjected to appli- 
cations to the scarified skin. of crystals and solutions of 
bichromate, while showing typical skin lesions, gave no 
evidence of an allergic reaction when dilute solutions 
were applied to the healed sites. From these results 
the authors conclude that, for this particular type of 
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chromate industry in which there is extensive contact 
with solutions of chrome salts, there is no evidence of an 
allergic manifestation, though they do not deny the 
possibility of an allergic origin in branches of the industry 
where the concentrations are low and different organic 
compounds are used. 

In the second part of this study the authors report the 
effects on the central nervous system of guinea-pigs of 
chromate solutions applied to the skin, using a modifica- 
tion of Pavlov’s conditioned alimentary reflex to an 
auditory stimulus. In 8 young healthy guinea-pigs in 
which this reflex had been fully established the scarified 
skin was soaked with either a 15-5°% or a 7-5% solution 
of bichromate. The animals treated with the 15-5% 
solution showed temporary general disturbance, mani- 
fested by somnolence, incontinence of urine and faeces, 
tachypnoea, dyspnoea, and local ulceration; of those 
treated with the 7-5°% solution, only 2 developed local 
lesions and the general disturbance was less marked. 
In the former group the conditioned reflex showed 
either marked delay or was absent. It is assumed that 
the nervous system, by abolition of the trophic defence 
reflexes, plays an essential part in the pathogenesis of 
skin lesions due to potassium bichromate. 

Applying these results to practical prophylaxis, the 
authors suggest that improvement in the working con- 
ditions and installation of air-conditioning ‘‘ would 
maintain the normal nervous and physiological activi- 
ties’, and that the systematic use of a protective cream 
and cleansing agent containing “‘ Mohr’s salt” would 
reduce the skin contact. This salt (iron ammonium 
sulphate) is a strong reducing agent which transforms 
the toxic sexivalent chromium into the less toxic tri- 
valent form. Its use is strongly recommended in an 
8% aqueous solution as a constituent of a vaseline— 
lanoline cream and in a strength of 3 in 1,000 for 
washing purposes. It is claimed that the application of 
these measures since 1953 has reduced the incidence of 
skin lesions from 83 to 35%. Ethel Browning 


975. Allergic Contact Eczema Due to Protective Wood 
Coatings Containing Chromate. (Allergisches Kontakt- 
Ekzem durch chromathaltige Holzschutzmittel) 

P. BEHRBOHM. Berufsdermatosen [Berufsdermatosen] 5, 
271-283, Nov., 1957. 2 figs., 47 refs. 


Sexivalent chrome compounds are regarded by many 
authorities as a potent cause of allergic eczema. The 
chromates used in preparations for preserving wood are 
alkaline and, being easily reduced to the relatively non- 
toxic trivalent form, are not, when used alone, efficacious 
against fungi and other pests. They are therefore 
usually used as additions to wood-coating preparations 
containing anti-corrosives such as zinc chloride, dinitro- 
phenol, dinitro-orthocresol, sodiunr fluoride, and sodium 
arsenite or arsenate, of which they constitute only 3 to 
45% in a 10 to 15% dilution. The wood-protective 
processes in which these mixtures are employed include 
impregnation by soaking in open or closed vessels, pack- 
ing in moist paper, painting, and spraying. _ 

Between 1954 and 1957 the author saw 15 cases of 
contact eczema caused by the use of these preparations 
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in a dilution of 4 to 6% and therefore containing only 
1-4 to 2:1% of chromate. The lesions occurred most 
frequently in carpenters, who mix the solutions by hand 
on small building sites, and next most often in masons; 
workers in both trades come into contact with cement 
and the author suggests that the wood-preserving mix- 
tures predispose to and increase cement eczema. One of 
these patients had been employed in polishing impreg- 
nated wood, which may possibly contain traces of sexi- 
valent chrome even after 6 weeks owing to the slow con- 
version into the trivalent salts. A case is described in 
detail as exemplifying the allergic nature of the wood- 
preservative eczema and sensitization to it by previous 
contact with cement. ‘A painter, after using a wood preser- 
vative for 2 days, developed acute eczema of the face and 
forearms. On 2 other occasions a year later a short 
exposure to the same substances caused an acute recur- 
rence, and still later eczema of the shoulder developed 
after carrying an impregnated beam and cement sacks. 
Since the man had shown no eczema during his previous 
34 years as a cement worker it was assumed that sensitiza- 
tion had developed during this time. It is recommended 
that gloves should be worn for all work involving con- 
tact with these chrome-containing mixtures, and ventilat- 
ing apparatus installed where spraying is done in closed 
rooms. | Ethel Browning 


976. The Biological Action of Degussa Submicron Amor- 
phous Silica Dust (Dow Corning Silica). III. Inhalation 
Studies on Rabbits 

G. W. H. Scuepers, A. B. DELAHANT, J. G. SCHMIDT, 
J. C. VON WECHELN, F. T. CREEDON, and R. W. CLARK. 
A.M.A. Archives of Industrial Health [A.M.A. Arch. 
industr. Hith| 16, 280-301, Oct., 1957. 8 figs., 8 refs. 


In previous articles (A.M.A. Arch. industr. Hlth, 1957, 
16, 125 and 203; Abstr. Wid Med., 1958, 23, 143 and 224) 
the authors have reported investigations into the bio- 
logical effects on rats and guinea-pigs of inhalation of 
“* Dow Corning silica”, a submicron amorphous silica 
dust produced by the Degussa flame process. They now 
report investigations on rabbits in which, in addition to 
the histological effects of inhalation of the dust on the 
lungs, the degree of functional incapacitation caused, 
changes in intracardiac pressure, and the effects on the 
blood were studied. ‘ 

The experiment was started with 10 rabbits, which 
were exposed to an average concentration of 1-5 mg. of 
dust per cubic foot (53 mg. per c. metre) of air, and it was 
intended to continue this exposure for periods up to 3 
years. However, owing to a number of accidental 
deaths the longest period of exposure was only 12 
months and only 2 animals survived beyond this stage for 
6 and 12 months respectively in normal air. The degree 
of functional incapacitation was estimated from the 
degree of dyspnoea and of elevation of the head, which 
has been found to accompany pulmonary insufficiency. 

Dyspnoea of varying degree was manifested by all 
animals exposed for 3 months or more, but decreased on 
their transference to normal air. Head elevation, slight 
in the early stages, was more marked at the end of 12 
months’ exposure, and in one animal persisted after 6 
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months in normal air. In most animals during the 
period of exposure there was a progressive increase in 
erythrocyte count, haemoglobin value, and packed cell 
volume. 

By direct puncture it was shown that the pressure in 
the left and, to a lesser extent, the right ventricle rose 
during exposure in the majority of the animals, with 
partial reversal on cessation of exposure. The histo- 
logical reaction of the lungs to the inhaled dust showed a 
combination of the features observed in the rat and 
guinea-pig, the essential lesions including peribronchiolar 
cellular catarrh, cellular infiltration of the alveolar walls 
with deposition of reticulum and some collagen, forma- 
tion of perivascular cellular nodules, ductal stenosis, and 
emphysema; of these lesions, only minor foci of collagen 
formation persisted on return to normal air. The chief 
difference between the reaction of the lung in the rabbit 
and that in the rat or guinea-pig was in the distribution 
of the reticulum in the paravascular nodule, as demon- 
strated by silver staining techniques; in the rat the reticu- 
lum appeared to be derived from the alveolar wall, 
whereas in the rabbit it appeared to be more closely 
related to the blood vessels. 

‘It is inferred that the prompt and virtually complete 
reversal of histological lesions in all three species and of 
the increase in intracardiac pressure in rabbits on with- 
drawal from exposure indicates that the outlook would 
seem to be reasonably favourable for industrial personnel 
likely to be exposed to the Degussa type of dust only 
intermittently or temporarily.” Ethel Browning 
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977. Evolution of the Renal Changes in Chronic Lead 
Poisoning: an Illustrative Case. (Evoluzione delle 
alterazioni renali che possono condurre al rene grinzo 
saturnino: un case dimostrativo) 
G. Ba.pi and C. Spertoui. Medicina del lavoro [Med. 
d. Lavoro] 48, 533-538, Oct., 1957. 13 refs. 


The characteristic arteriosclerotic changes in the kid- 
ney in chronic lead poisoning are considered to be the 
final result of repeated angiospastic crises, but the inter- 
mediate stages of this process are by no means well 
recognized. This paper from the Luigi Devoto Clinic 
of Industrial Medicine of the University of Milan gives 
details of a case in which the transition from the angio- 
spastic stage to the arteriosclerotic was observed. The 
patient, a man of 41, after 2 years’ work at an accumula- 
tor factory developed asthenia and slight abdominal pain; 
this was regarded as due to lead poisoning. The con- 
dition cleared up after 3 months and he resumed his work 
for 4 years, when he was admitted to hospital with severe 
lead colic. Discharged after 15 days, he went back to 
work and had no further trouble for another 4 years. 
He was then admitted to the authors’ clinic 2 months 
after another acute attack of lead colic complaining of 
diffuse abdominal pain and constipation. He had a 
blue line on the gums near the upper incisors and was 
tender on abdominal palpation. The haemoglobin 
value was 89°% [standard not specified] and the erythro- 


cyte count was 4,400,000 per c.mm., with 2,000 stippled 
cells per million. Coproporphyrin was present in the 
urine. Lead excretion in the urine was 128 pg. daily 
and, after the intravenous injection of 2 g. of sodium 
calciumedetate, increased to 5,530 yg. a day. Renal 
clearance of thiosulphate was 75% of the normal, and 
of PAH 83%, but maximum tubular secretion was 
reduced by only 3%. On readmission 2 months later 
clearance of thiosulphate was only 46% of normal and 
of PAH only 57%, while maximum tubular secretion 
was 83% of normal. The total renal blood flow on 
admission was 77% and 2 months later 55%, and the 
total circulatory capacity per unit of functioning renal 
tissue fell from normal to 87°%%. The patient was not in 
contact with lead during the intervening period, and on 
readmission showed no clinical signs of lead poisoning, 
though the urinary lead content remained high. — 


Since the results of the successive renal function tests’ 


showed a reduction not only in circulatory capacity and 
glomerular filtration, but also in maximum tubular 
secretion capacity, the authors consider that during the 
2 months that the patient was under their observation 
the renal condition passed from the stage of functional 
damage due to arteriospasm to that of a true organic 
lesion. They suggest that this is a convincing confirma- 
tion of the pathogenetic theory which attributes the 
initial renal lesion in lead poisoning to angiospasm, the 
final condition being merely a special form of contracted 
arteriosclerotic kidney. W. K. Dunscombe 


978. Urinary Excretion of Amino-acids in Lead 
Poisoning. (L’aminoaciduria negli intossicati da 
piombo) 

E. GHISLANDI. Medicina del lavoro [Med. d. Lavoro] 
48, 566-571, Oct., 1957. 1 fig., 12 refs. 


At the Luigi Devoto Clinic of Industrial Medicine of 
the University of Milan the author has investigated 
reports that in patients suffering from chronic lead 
poisoning urinary excretion of amino-acids is greatly 
increased. Both qualitative and quantitative investiga- 
tions of amino-acid excretion were carried out on 20 
patients suffering from various degrees of chronic lead 
poisoning, first in a fasting state and again after a loading 
dose of amino-acids. Paper chromatography showed 
the distribution of amino-acids in the urine to be within 
normal limits on both occasions. The mean fasting 
excretion of amino-acids, estimated by the method of 
Albanese and Irby, was 9-3 mg. per hour (S.D. 3-7), 
while after a loading dose of 15 g. of a preparation of 
hydrolysed casein and lactalbumin had been given by 
mouth the value rose to 13-6 mg. per hour (S.D. 2:3), 
an increase of 46% over the fasting level, which was not 
considered to be abnormal. The author was thus unable 
to find any evidence of abnormality of amino-acid excre- 
tion in lead poisoning. He points out that the theory of 
overproduction of nitrogenous catabolites as a result of 
the activation of proteolytic enzymes by lead, which has 
been advanced in explanation of the reported hyper- 
amino-aciduria, is not supported by the finding of 
increased blood levels of amino-acids in cases of lead 
poisoning. W. K. Dunscombe 
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979. Roentgenographic Studies of the Oropharyngeal 
*. 

B. R. Fink. Anesthesiology [Anesthesiology] 18, 711- 

718, Sept.—Oct., 1957. 8 figs., 6 refs. 


Supralaryngeal obstruction during general anaesthesia 
may persist in spite of the insertion of an airway. An 
x-ray investigation was therefore carried out on 5 
patients prepared for general anaesthesia in which the 
action of the standard Waters metal airway was studied 
and the effectiveness of a new design tested. 

It was shown that the standard airway may push down 
the base of the tongue or press the epiglottis against the 
posterior pharyngeal wall. In the new design a curved 
metal extension 13 mm. wide and 11 to 17 mm. long was 
added to the inner side at the end of the Waters airway. 
This acts rather like the Macintosh curved laryngoscope 
by raising the epiglottis and has been found to give better 
results. . W. Stanley Sykes 


980. Circulatory Arrest in Patients with Complete Heart 
Block during Anesthesia and Surgery 

L. D. VANDAM and G. A. McLemore. Annals of Internal 
Medicine [Ann. intern. Med.| 47, 518-532, Sept., 1957. 
27 refs. 


Cholecystectomy has recently been suggested as a 
therapeutic measure in patients with heart block, Adams— 
Stokes attacks, and symptomatic gall-bladder disease. 
The present authors, however, have observed repeated 
episodes of circulatory arrest during operation on such 
patients. The files at the Peter Bent Brigham Hospital, 
Boston, contained: records of 37 patients with complete 
heart block while undergoing surgery, and 21 of these 
are analysed in this paper. There were 15 males in the 
series, a preponderance which has already been noted by 
other workers, and in 7 of the 21 cases cholecystectomy 
had been performed. The anaesthetic techniques varied 
and included inhalation of ether (with and without nitrous 
oxide or bromethol), and local and regional analgesia; 
succinyl choline and: thiopentone were each given once. 
In 6 of these patients, including 5 of the 11 who had had 
Adams-Stokes attacks previously, there were episodes 
of circulatory arrest during anaesthesia or operation. 
These 6 cases are described in detail. 

The authors discuss the various drugs given for pre- 
medication which may be expected to improve conduc- 
tivity and accelerate the pace-makers, including the 
sympathomimetic amines and atropine. It is suggested 
that pethidine is preferable to the opiates, which tend to 
increase vagal tone. Local analgesics, unless given in 
very small amounts, can be absorbed in sufficient quan- 
tity to have a quinidine-like effect on the heart; the addi- 
tion of adrenaline to delay their absorption would 
appear to be logical. If the dosages of the anaesthetic 
agents are kept to the bare minimum active reflexes may 
be left in the upper abdomen and respiratory tract, which 


Anaesthetics 


may cause cardiac arrest. Recent work by Bellet et al. 
is quoted suggesting the use of molar sodium lactate and 
its possible mode of action by producing alkalosis. 
Adequate ventilation to prevent respiratory acidosis 
would thus be indicated as a preventive measure. 

When cardiac arrest does occur in these cases, thora- 
cotomy with cardiac. massage is rarely necessary—it was 
used only once, probably unnecessarily, in the present 
series; needling the heart or even pounding the praecor- 
dium will re-start the heart provided these measures 
are carried out immediately. Continuous monitoring of 
the electrocardiogram is indicated so that the condition 
can be diagnosed immediately it occurs, but preparations 
should always be made for cardiac massage in case this 
is necessary as a final resort. Donald V. Bateman 


981. Anesthesia for Patients with Pulmonary Emphy- 


during Pulmonary Surgery 

K. L. Srepecker and J. K. Curtis. Anesthesiology 
[Anesthesiology] 18, 856-865, Nov.—Dec., 1957. 1 fig., 
15 refs. 


The choice of the best type of anaesthesia for patients 
with inelastic lungs due to pulmonary emphysema pre- 
sents a problem to which there is little reference in the 
literature. 

In this study, reported from the Veterans Administra- 
tion Hospital, Madison, Wisconsin, pulmonary function 
in 12 patients with emphysema was studied before pul- 
monary resection for tuberculosis. During operation a 
Stephenson ‘“ Minuteman” field resuscitator was used 
and pressures ranged from a negative pressure of 5 
inches (12-5 cm.) of water to a positive pressure of 11 
inches (27-5 cm.) of water. Arterial blood samples 
were taken before, during, and after the induction of 
anaesthesia for the observation of changes in acid-base 
balance. Patients with emphysema require a lower mean 
airway pressure than those with more elastic lungs. It 
is concluded that a positive-negative pressure respirator 
provides adequate alveolar ventilation in patients with 
pulmonary emphysema. W. Stanley Sykes 


982. Effect of Preanesthetic Medication on Ether Con- 
tent of Arterial Blood Required for Surgical Anesthesia 
H. E. Taytor, J. C. Doerr, A. GHARIB, and A. FAUL- 
CONER. Anesthesiology [Anesthesiology] 18, 849-855, 
Nov.-Dec., 1957. 1 fig., 9 refs. 


Clinical observers have long been convinced that 
some drugs used in pre-anaesthetic medication play an 
important role in the establishment of anaesthesia by 
depressing reflex irritability, among other actions. In 
the present study, .carried out at the Mayo Clinic, the 
authors assumed that, if this occurs, the concentration of 
ether in the arterial blood necessary to produce a given 


level of anaesthesia will be less when the patient has been 
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premedicated. They also assumed that “ Level 4” in 
the electroencephalographic classification of the depth 
of anaesthesia proposed by Courtin et al. is equivalent 
to moderately deep surgical anaesthesia, an assumption 
supported by numerous clinical observations. The study 
was made on 52 patients undergoing major abdominal 
operations under ether—-oxygen anaesthesia, and these 
were divided into 7 groups according to the different 
types of premedication given. Atropine alone was used 
for the control group (10 cases). The 7 patients who 
received ethinamate or a mixture of levorphanol and 
levallorphan showed no reduction in the amount of 
ether required. Premedication with chlorpromazine, 
meperidine, or morphine allowed significantly smaller 
doses of ether to be used, while pentobarbitone allowed 
a still further reduction. W. Stanley Sykes 


983. Halothane. A Report on Its Use in Twenty-five 
Selected Cases of Pulmonary or Cardiac Disease 

E. S. Pope. Anaesthesia [Anaesthesia] 12, 405-425, 
Oct., 1957. 3 figs., 8 refs. 


Consideration of the properties of halothane (“* fluo- 
thane ’’) suggested to the author that this agent might 
advantageously be used for anaesthesia in patients 
suffering from advanced pulmonary and cardiac disease. 
Working in the South Cheshire Hospital Group, Crewe, 
he has tested this hypothesis in 25 such “ poor-risk ” 
cases. Premedication was with pethidine (50 mg.) and 
hyperduric atropine (0-64 mg.), a further small intra- 
venous dose of atropine being given later in 11 cases to 
combat bradycardia. Anaesthesia was induced with a 


sleep dose of thiopentone (except in 2 cases in which 


halothane was used for induction), followed by 50 mg. 
of suxamethonium; after intubation anaesthesia was 
maintained with halothane administered from the trilene 
bottle of a Boyle’s machine and using a Water’s absorber. 
The concentration administered was judged according 
to the ordinary signs of depth of anaesthesia. Small 
doses of suxamethonium were given when further relaxa- 
tion was required. 

In all but one case (in which there was an abnormal 
response to relaxant) the course of anaesthesia gave no 
anxiety and consciousness rapidly returned postopera- 
tively. The anaesthetic progress in 11 of the cases is 


described and discussed in detail; some of these patients ~ 


had previously been anaesthetized with other agents. 
The importance of replacing fluid loss and of preventing 
carbon dioxide accumulation is stressed. The author 
now considers that halothane is the agent of choice for 
anaesthesia in patients with advanced cardio-pulmonary 
disease. Mark Swerdlow 


984. Respiratory Responses to Carbon Dioxide ‘‘ Tran- 
sients ’’ in Normal Volunteers 

C. M. LANDMEssER, S. Cops, A. S. Peck, and J. G. 
CONVERSE. Anesthesiology [Anesthesiology| 18, 807- 
830, Nov.—Dec., 1957. 5 figs., 38 refs. 


A study of the influence of various anaesthetic agents 
upon the respiratory response to carbon dioxide in man 
was carried out at Union University Medical College, 
Albany, New York, on 10 healthy medical students. 


ANAESTHETICS 


Each subject breathed for 20 minutes through a spiro- 
metric system which was partly opened to wash out 
nitrogen and establish a high oxygen atmosphere. 
Thereafter the respiratory excursions were recorded for 
10 minutes with the circuit closed in order to ascertain 
the resting minute volume; at the same time the blood 
pressure, electrocardiogram, and encephalogram were 
also recorded and samples of arterial and venous blood 
withdrawn for analysis. In addition records were made 
during rebreathing with and without the soda-lime canis- 
ter in the circuit (‘‘ off” and “‘ on” periods). Satisfac- 
torily complete data were obtained in 6 of the cases. 

Respiratory rate did not change much during either 
the “on” or “off” period. The mean tidal volume 
increased from 669 to 1,684 ml., the mean minute volume 
from 9-09 to 23-07 litres, and the mean alveolar ventilation 
ratio from 0-95 to 2-83 during the “on” period. 
Arterial blood samples showed lower carbon dioxide 
and higher pH and oxygen values than venous blood 
samples. The circulatory and electroencephalographic 
observations remained essentially normal. The results 
suggest that the degree of carbon dioxide stimulus 
effecting a given ventilatory response via the respiratory 
centre is more accurately estimated by measuring the 
carbon dioxide tension in the internal jugular venous 
blood as it leaves the brain than by measuring the carbon 
dioxide tension in any other medium. 

W. Stanley Sykes 


985. An Evaluation of the Respiratory and Sedative 
Effects of Meperidine Hydrochloride Combined with 
Levallorphan Tartrate in Post-operative Patients 

R. MEGIRIAN and C. W. Wuite. New England Journal 
of Medicine [New Engl. J. Med.] 257, 849-855, Oct. 31, 
1957. 4 figs., 10 refs. 


The respiratory and sedative effects of various com- 
binations of pethidine (“‘ meperidine ’’) and levallorphan 
were studied in 86 patients who had been operated on 
under some form of regional analgesia, usually without 
supplementation. In 10 controls given 1-5 mg. of pethi- 
dine per kg. body weight the respiratory rate, respiratory 
ventilation, blood pressure, pulse rate, and responsive- 
ness were observed for 2 hours. Five experimental 
groups, each of 10 patients, received the mixture of 
levallorphan and pethidine in the following ratios 
respectively, 1:120, 1:90, 1:60, 1:30 and 1:15. 

In the group given levallorphan and pethidine in a 
ratio of 1:60 excellent sedation was obtained without 
significant respiratory depression, the sedation being 
*“sometimes better than that produced by pethidine 
alone”. The combinations containing more pethidine 
gave equally good sedation but caused rather more 
respiratory depression, while those containing less pethi- 
dine were somewhat deficient in sedative potency. In 
further studies the authors found that if the ratio of 1:60 
was maintained an increase in the total dose of pethidine 
up to 3 mg. per kg. body weight did not result in respira- 
tory depression. They recommend the administration 
of large doses of pethidine with levallorphan (60:1) in 
the treatment of pain. 

[These findings are not in accord with current views.] 

Mark Swerdlow 
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Apparently Normal Full Term Newborn Infants 
J. NADELHAFT and K. ELLis. American Journal of 
Roentgenology, Radium Therapy, and Nuclear Medicine 


[Amer. J. Roentgenol.| 78, 440-443, Sept., 1957. 8 figs., 
12 refs. 


The authors studied the chest radiographs of 1,000 
newborn infants at the Presbyterian Hospital, New York, 
the criteria for inclusion in the investigation being: 
(1) a birth weight of over 2,500 g.; (2) absence of any 
clinical sign of respiratory difficulty; and (3) an un- 
complicated post-natal period. A technically good 
radiograph taken within the first 4 days of life was also 
necessary. In.71%% of the cases there were clear lung 
fields with no accentuation of markings. A slight 
increase in the coarseness of the lung reticulation was 
observed in 24% and in a further 1 to 2°% a moderate 
increase outside the usual limits was seen. Definitely 
abnormal extra shadows were present in nearly 5% of 
cases; they varied in site but did not exceed in area that 
of a whole lung. The authors paid special attention to 
the detection of bronchial translucencies; these could 
rarely be followed beyond the main bronchi and never 
into the periphery of the lung. The true significance of 
ihe densities seen in 5% of the cases could not be 
assessed, since there was no information to indicate 
whether or not the lesions had been present at birth. 
{They could have represented zones of non-expansion.] 

A. M. Rackow 


987. Roentgenographic Findings in Hyaline Membrane 
Disease in Infants Weighing 2,000 Grams and Over 

K. Extuis and J. NADELHAFT. American Journal of 
Roentgenology, Radium Therapy, and Nuclear Medicine 
|Amer. J. Roentgenol.] 78, 444-450, Sept., 1957. 6 figs., 
8 refs. 


The lung changes in 7 infants who died from hyaline 
membrane disease at the Babies Hospital, New York, 
are described. In all the cases the following criteria were 
fulfilled: (1) the presence of hyaline membrane disease 
and atelectasis was demonstrated post mortem; (2) the 
infant’s weight at birth was more than 2,000 g.; (3) the 
radiographs were of satisfactory quality; and (4) death 
occurred within 4 days of birth. There was a striking 
increase in pulmonary density of a granular or reticulo- 
granular type in all cases. No shadowing of this kind 
was observed in 1,000 healthy infants who were the 
subjects of a previous investigation [see Abstract 986]. 
Special emphasis is laid upon the detection of bronchial 
linear translucencies which could be traced out to the 
peripheral parts of the lung. Ina control series of infants 
of similar birth weight who died from conditions other 
than hyaline membrane disease, the lung changes attri- 
buted to hyaline disease were not observed. Of a third 
group of 64 infants who suffered from respiratory distress, 


Radiology 


986. Roentgen Appearances of the Lungs in 1,000 


but recovered, only 3 showed a lung pattern correspond- 
ing to that seen in hyaline disease; the authors consider 
that these cases may have been examples of a “ nonlethal 
form ”’ of the disease. A. M. Rackow 


988. The Behaviour of Contrast Medium in the Bronchial 
Tree 

W. S. HoLpen. British Journal of Radiology (Brit. J. 
Radiol.| 30, 530-536, Oct., 1957. 10 figs., 6 refs. 


The author, in this paper from the United Oxford 
Hospitals and the Chest Hospital, Peppard, describes 
the behaviour of the contrast medium propyliodone 
in arachis oil (“‘ dionosil oily ’’) in the bronchial tree. 
It was found that with the patient breathing quietly less 
than 30 seconds was required to fill the lower lobe from 
the start of the injection of the contrast medium. Al- 
though gravity was the main factor in the filling of the 
bronchial tree, forced inspiration caused the medium 
to be sucked peripherally, even against the force of gra- 
vity. The author suggests that this exaggerated inspira- 
tory effort is the main cause of alveolar filling. During 
observations on the emptying of the bronchial tree it 
was noted that contrast medium was removed from the 
trachea and the larger and medium-sized bronchi with 
gravitational posturing, and that this removal was 
enhanced by coughing. However, coughing was found 
to play little part in the removal of contrast medium 
from the smaller bronchi and bronchioles, which were. 
apparently cleared by ciliary and smooth-muscle activity, 
the rate of clearance being greatly increased when aided 
by gravity. The importance of avoiding bronchial and 
alveolar filling is emphasized. The maximum benefit 
of posturing and coughing was obtained in about 10 
minutes, repeated gentle coughing being more effective 
than forced coughing. L. G. Blair 


989. Chronic Constrictive Pericarditis. Roentgenologic 
Findings in 35 Surgically Proved Cases 

G. E. Pium, A. J. BRuwer, and O. T. GLaGetr. Pro- 
ceedings of the Staff Meetings of the Mayo Clinic [Proc. 
Mayo Clin.] 32, 555-566, Oct. 2, 1957. 4 figs., 14 refs. 


The authors describe the radiological findings in 35 
surgically proved cases of chronic constrictive peri- 
carditis and attempt to assess their diagnostic importance. 
In 5 of the 35 cases the pericarditis was due to tuberculo- 
sis, but in only 2 of these 5 was there radiologically identi- 
fiable calcification in the pericardium. No patient had 
radiological evidence of pulmonary tuberculosis. The 
skin reaction to tuberculin was positive in 9 other cases, 
and in 9 cases the tuberculin test was not performed. 
In one case, in which the tuberculin reaction was positive, 
multiple, small, round, calcific densities were scattered 
throughout both lung fields, suggesting that histoplas- 
mosis may have been the cause of the pericarditis, 
although the tuberculin reaction was also positive. The 
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patients ranged in age from 8 to 61 years, 25 being males 
and 10 females. Dyspnoea, abdominal swelling, and 
oedema of the ankles were the commonest symptoms. 
Only 5 patients had had symptoms for more than 2 years, 
the longest duration being 26 years. 

It is pointed out that while none of the radiological 
manifestations of constrictive pericarditis is definitely 
diagnostic by itself, whén heart failure is present certain 
findings are strongly suggestive of the condition. Calci- 
fication is the most definite sign of pericardial disease, 
and was seen in routine preoperative films in 16 of the 
authors’ cases. In one other case it was first observed 
7 years after surgery. The commonest site of calcifica- 
tion was high on the left border of the heart; in 12 cases 
there was linear calcification parallel to this border and 
in the remaining 4 cases calcification was seen in this 
region as part of calcification in the coronary sulcus; in 
3 cases this was the only site involved. The second 
commonest site was along the sternal and diaphragmatic 
surfaces of the right ventricle (12 cases). Calcification 
was seen less often over the atria than over the ventricles. 
Changes in the cardiac contour were noted in 14 cases, 
usually due to convexity or obliteration of the cardiac 
waist. The contour was indeterminate in 9 cases owing 
to extensive pleural effusion. Left atrial enlargement 
and mitral configuration were present in 7 cases, in 5 of 
which calcification was present in the atrio-ventricular 
sulcus, suggesting that this might have produced a mitral 
stenosis without involvement of the valve. Evidence of 
external pericardial adhesions was noted in only 4 cases. 
The transverse diameter of the heart was considered to 
be enlarged in 6 cases. Pleural effusion was present in 
21 cases, being confined to the right side in 9 instances. 
Pulmonary vascular congestion was present in 15 cases, 
while horizontal lines indicating engorgement of lym- 
phatic vessels were seen in only one case. Of 26 cases 
in which fluoroscopy was carried out, decreased or 
absent pulsations were noted in 20. In all but one of 
the cases with calcification the pulsation was decreased. 

It is concluded that the presence of calcification in the 
pericardium with a normal or small heart and “ signs of 
inflow stasis ” should be regarded as diagnostic of con- 
strictive pericarditis. If the heart is enlarged underlying 
valvular or myocardial disease cannot be excluded, 
although the enlargenient may be due to pericardial 
effusion or thickening. John H. L. Conway-Hughes 


990. The Pathogenesis and Diagnostic Significance of 
Costophrenic Septal Lines in Mitral Stenosis. (Zur 
Pathogenese und diagnostischen Bedeutung der kosto- 
diaphragmalen Septumlinien bei der Mitralstenose) 

D. Escu and P. Tourn. Fortschritte auf dem Gebiete der 
Réntgenstrahlen und der Nuklearmedizin (Fortschr. 
Réntgenstr.| 87, 7-16, July, 1957. 6 figs., 19 refs. 


The costophrenic septal lines first described by Kerley: 


in 1951 are considered with reference to a series of 56 
cases of mitral stenosis studied by the authors, and their 
pathogenesis and diagnostic significance discussed. Such 
lines were visible in the radiograph in 31 of the 56 cases. 
While their presence is indicative of a high-grade valvular 
stenosis, their absence does not rule out this diagnosis. 


RADIOLOGY 


Increased pulmonary venous pressure rather than pul- 
monary arterial hypertension seems to be the primary 
cause of the costophrenic lines, while venous hypoxia 
is another possible factor. It is not clear whether the 
lines are caused by dilatation and congestion of the inter- 
septal vessels or by interstitial oedema of the interlobular 
septa. Chronic pulmonary congestion may lead to 
fibrotic changes, resulting in persistence of the septal 
lines. Their disappearance after valvotomy is an indica- 
tion of a favourable operative result—[From the 
authors’ summary.] 


991. Coronary Arteriography in Arteriosclerotic Disease 
of the Heart 

A. P. THAL, R. G. Lester, L. S. RICHARDs, and M. J. 
Murray. Surgery, Gynecology and Obstetrics (Surg. 
Gynec. Obstet.) 105, 457-464, Oct., 1957. 10 figs., 2 refs. 


Coronary arteriography was carried out at the Univer- 
sity of Minnesota Medical School, Minneapolis, on 18 
patients with coronary arterial disease, the catheter being 
passed into the ascending aorta from the right brachial 
artery. The optimum position for the tip of the catheter 
was about 2 inches (5-1 cm.) above the sinus of Valsalva. 
In the most recent cases (12) the authors found that a 76% 
solution of “‘ renografin ” was satisfactory, 40 ml. being 
injected over a period of 1-5 seconds. It was neces- 
sary to take five exposures per second in the antero- 
posterior projection. During the immediate injection 
phase, the carotid arteries were compressed bilaterally. 


In these 12 cases arteriography was carried out under | 


local analgesia, the patients being given 50 mg. of “* dra- 
mamine ” (dimenhydrinate) and 25 mg. of “* phenergan ” 
(promethazine) intravenously 30 minutes before the 
injection of the contrast medium, with 1/100 grain 
(0-65 mg.) of atropine immediately before the pro- 
cedure was begun. Adequate visualization of the coron- 
ary artery was obtained and no untoward effects were 
observed. - L. G. Blair 


992. Profile Features of Benign Gastric Niches on 
Roentgen Examination 

B. S. WoLF and R. H. MarsHak. Journal of the Mount 
‘Sinai Hospital (J. Mt Sinai Hosp.| 24, 604-626, Sept.— 
Oct., 1957. 19 figs., 4 refs. 


Discussing the differentiation of benign from malignant 
ulcer of the stomach, the authors of this paper from 
Mount Sinai Hospital, New York, emphasize three fea- 
tures of the barium-filled stomach in profile: (1) the 
Hampton line; (2) the ulcer collar; and (3) the gastric 
mound. The first of these is a thin translucent line 
passing through the base of the ulcer niche in line with 


the general contour of the inner gastric wall. This is — 


attributed to the gastric mucosa, which, being under- 
mined, projects into the neck of the crater. This trans- 
lucency is distinguished from the ulcer collar, a wider 
translucent band separating the deeper part of the ulcer 
crater from the line of the gastric contour into which the 
** collar ”’ sometimes projects. This is regarded as being 
formed by induration of the gastric lining which is in- 
rolled into the mouth of the crater. The collar is some- 
times continuous with visible thickened mucosal rugae. 
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The gastric mound is a smooth elevation of the gastric 
lining which carries the crater inwards so that the greatest 
depth of the ulcer does not project beyond the general 
lumen of the stomach. This is a sign of diffuse sub- 
mucosal induration. It may be difficult to distinguish 
this last from an infiltrated plaque of carcinoma, but 
points of distinction include the smoothness with which 
the elevation merges with the general contour and the 
tracing of mucosal folds into the neck of the crater. 

The paper includes good reproductions of a number of 
radiographs obtained in benign and malignant conditions. 

A. M. Rackow 


993. Carman Sign of Ulcerating Gastric Carcinoma 

B. S. Woxr and C. J. SHERKOow. American Journal of 
Digestive Diseases [Amer. J. dig. Dis.] 2, 467-477, Sept., 
1957. 5 figs., 7 refs. 


In 1921, when the use of aimed compression radio- 
graphy was exceptional outside Europe, Carman 
described a relatively shallow, elongated type of gastric 
carcinomatous ‘ulceration 3 to 8 cm. in diameter which 
could be demonstrated on the x-ray screen by manual 
compression during a barium-meal examination as a 
persistent patch or collection of barium when the bulk 
of the meal was displaced by the palpating fingers. It 
often had a crescentic or “‘ meniscus ” a ce, with 
the convexity away from the lumen. In his article he 
made it clear that the ulcer might be rectangular, but 
nevertheless continued to refer to any elongated, rigid, 
ulcerated area which contained barium under com- 
oression as a meniscus. This has confused later writers, 
so that in many well-known text-books the term ‘‘ menis- 
cus ”’ is applied incorrectly to the clear area produced on 
-ompression by the overhanging ulcer rim. 

[There is no mention of the fact that the appearance of 
a shallow ulcer may be produced by barium trapped 
vetween normal stomach wall and a plaque of growth, 
which is not necessarily ulcerated. The difficult type of 
ulcer in which there is extensive peptic digestion of an 
carly neoplastic plaque is also not discussed.] 

Denys Jennings 


9°94. Mucosal Diagnosis of Pyloric Stenosis by Means 
of a Stomach Tube. (Die Schleimhautdiagnostik der 
Magenausgangsstenosen durch Sondenuntersuchung) 

V. BucuTaLa. Fortschritte auf dem Gebiete der Rént- 
venstrahlen und der Nuklearmedizin [Fortschr. Réntgenstr.] 
87, 326-329, Sept., 1957. 3 figs. 


From the Red Cross Hospital, Munich, a method for 
the x-ray examination of cases of pyloric stenosis is 
described in which, by means of a stomach tube 70 cm. 
long and 6 mm. in external diameter, a small quantity 
(10 to 20 ml.) of a barium sulphate mixture is delivered 
on the proximal side of the narrowed segment. The 
patient is in the horizontal position, and screening is 
carried out and spot films taken almost immediately after 
injection of the contrast medium. It is claimed that this 
method is of great value in cases in which routine 
barium-meal examination points to a prepyloric, pyloric, 
or duodenal lesion, the aetiology of which is not apparent. 

[The accompanying illustrations of radiographs taken 
M. E. Grossmann 
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995. Delayed Cystography in Children 

H. Futon. American Journal of Roentgenology, 
Radium Therapy, and Nuclear Medicine [Amer. J. Roent- 
genol.) 78,.486-491, Sept., 1957. 8 figs., 7 refs. 


It has been shown that reflux into the ureter from the 
bladder generally indicates a pathological state and is 
often responsible for persistent urinary infection, 


- notably in children. A radiograph taken immediately 


after filling the bladder from below may not reveal this 
reflux, which is seen only after an interval, or after mic- 
turition. Delayed cystography has been carried out in 
a number of children at Harker Hospital, Detroit, Michi- 
gan, during the last 3 years, and in this paper the tech- 
nique and 3 illustrative cases are ‘described. 

The bladder is filled by catheter with a water-soluble 
contrast medium and radiographs are taken at 5, 10, 
20, 30, 45, and 60 minutes. The catheter is then with- 
drawn and a post-micturition radiograph taken. Reflux 
of immediate type is most often associated with neuro- 
muscular lesions of the bladder or with bladder-neck 
obstruction. - In the majority of patients displaying reflux 
the excretion urogram is normal, and this makes the 
examination particularly useful in infants who show no 
structural changes. The occasional reflux which is 
elicited in the normal child is unilateral, quickly dis- 
appears, and is generally not reproducible. 

A. M. Rackow 


996. Experience with Intravenous Cholecystography in 
Infants and Children 


-D. M. Hays and B. D. Aversoox. Surgery [Surgery] 


42, 638-641, Oct., 1957. 2 figs., 11 refs. 


Intravenous cholecystography with sodium iodipamide 
(“‘ cholografin ’’) as the contrast medium was carried out 
on 15 occasions at the Children’s Hospital, Los Angeles, 
on 13 patients with known or suspected malformation of 
the biliary tract. The purpose of the examination in 2 
cases was the identification of a right-sided abdominal 
mass. In the first of these, that of a child aged 6 years, 
0-6 ml. per kg. body weight of a 20°% solution of sodium 
iodipamide was used and good visualization of the biliary 
system obtained; the mass was found to be a benign 
tumour of the liver. In the second case, that of a child 
with a congenital bile-duct cyst which was treated by 
internal drainage, postoperative cholecystography, for 
which the same dosage of contrast medium was used, 
demonstrated the decreasing size of the cyst and its biliary 
connexions. Visualization in this case was best in 
radiographs obtained 30 minutes and again 2 hours 
after injection. 

In 4 patients with known biliary atresia operated on 
before the age of 6 months cholecystography was carried 
out at ages varying from 7 months to.5 years. The 
dosage of sodium iodipamide was 1 to 2 ml. per kg. body 
weight; in 2 cases the examination was repeated with a 
dosage of 1-6 ml. per kg. No visualization of the biliary 
tract was obtained. The authors state that it is now 
assumed that liver function is altered to such a degree by 
biliary atresia that the dye is excreted entirely by the 
kidneys. Intravenous cholecystography was also carried 
out on 3 patients who were considered initially to have 
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biliary atresia, but were subsequently found to have 
xanthoma tuberosum multiplex, intrahepatic biliary 
atresia, and neonatal hepatitis respectively. The extra- 
hepatic biliary tract was visualized only in the patient with 
neonatal hepatitis. Finally, 4 infants aged 6 weeks to 2 
months with protracted neonatal jaundice were examined. 
Although 1-6 ml. of the contrast medium per kg. body 
weight was injected no visualization was obtained. 
Subsequently 3 of these patients were found to have 
extrahepatic biliary atresia and one had “‘ apparent intra- 
hepatic atresia’. In all the cases in this series an intra- 
dermal injection of 0-1 ml. followed 10 minutes later by 
intravenous injection of 0-25 ml. of a 20% solution, of 
sodium iodipamide was given before the main injection. 
There were no major reactions, although nausea and 
vomiting occured in 2 patients. 
John H. L. Conway Hughes 


997. The Association of Volvulus of the Cecum and 
Ascending Colon with Other Obstructive Colonic Lesions 
M. Ritvo, G. E. FARRELL, and I. A. SHAUFFER. Ameri- 
can Journal of Roentgenology, Radium Therapy, and 
Nuclear Medicine [Amer. J. Roentgenol.| 78, 587-598, 
Oct., 1957. 6 figs., 35 refs. 


Volvulus of the cecum and ascending colon occurs in 
the presence of hypermobility and abnormalities of 
position of these portions of the bowel. The congenital 
and acquired factors associated with the hypermobility 
and abnormalities of position are described. A point 
of fixation is apparently necessary to serve as a fulcrum 
about which twisting of the mobile segment can take 
place. While the site of fixation is usually adjacent to 
the hepatic flexure, congenital pericolic membranes or 


acquired adhesions may produce fixed areas in the more © 


proximal portions of the colon. The incidence of vol- 
vulus of the cecum and ascending colon is highest in 
adult life and in more than 50% of the patients in our 
series there was a history of previous abdominal opera- 
tions. 

The clinical course in patients with volvulus of the 
cecum and ascending colon is neither characteristic nor 
predictable. Obstipation is the most significant mani- 
festation and is associated with other evidences of intes- 
tinal obstruction. A bulging mass over which there is 


tympany on percussion is an important diagnostic sign. . 


Complications such as gangrene, infarction, perforation, 
hemorrhage and shock may develop rapidly. 

The roentgen findings in volvulus of the cecum: and 
ascending colon are characteristic and usually the mani- 
festations on the plain roentgenogram of the abdomen 
suffice to establish the nature of the lesion. If the diag- 
nosis cannot be made with definiteness from the scout 
film, barium enema studies of the colon reveal the point 
of obstruction and in most cases demonstrate its cause. 
The importance of early and accurate diagnosis and 
prompt surgical intervention is emphasized. 

Two related concepts are stressed in our presentation. 
The first is the presence of an unusually high incidence of 
lesions in the colon distal to the site of the volyulus. This 
occurred in 50% of our patients, there being 2 cases of 
diverticulitis of the colon, 1 of carcinoma of the descend- 


ing colon, 1 of carcinoma of the sigmoid, 1 of carcinoma 
of the rectum, and 1 of benign rectal stricture. The 
second consideration is that special studies including 
particularly a barium enema examination, double con- 
trast roentgenography, and sigmoidoscopy should be 
performed in all cases of volvulus of the cecum and 
ascending colon as soon as the patient’s condition per- 


mits. In most instances these studies are best done 


postoperatively after rectification of the volvulus.— 
[Authors’ summary.] 


998. Roentgenologic Features of Fracture of the Tibial 
Tuberosity (Osgood—Schlatter’s Disease). [In English] 
B. HuLtTinG. Acta radiologica [Acta radiol. (Stockh.)| 
48, 161-174, Sept., 1957. 8 figs., 18 refs. 


In this communication from the Karolinska Hospital, 
Stockholm, the author reports an investigation into the 
radiological changes associated with Osgood-Schlatter’s 
disease, with particular reference to their bearing on the 
pathogenesis of this condition. Examination of radio- 
graphs of the knee of 434 children aged 7 to 14 years 
without symptoms in the region of the tibial tuberosity 
enabled the following stages in the physiological develop- 
ment of the tibial tuberosity to be recognized: (1) the 
cartilaginous stage, before ossification commences, (2) the 
apophyseal stage, during which bone centres appear, 
and (3) the bony stage, when the tuberosity consolidates 
and fuses with the tibial epiphysis. 

In the apophyseal stage more than one bone centre 
was observed in just over half the cases. Such multiple 
centres were arranged in a row, the line of their anterior 
borders being in continuation of the anterior contour of 
the epiphysis. In the bony stage the tongue-shaped 
process representing the tuberosity has a definite anterior 
convexity. Fusion between the tuberosity and the epi- 
physis was complete in almost all the girls by the age of 
12 years, but not until 14 years in the boys. 

A series of 75 cases of clinical Osgood-—Schlatter’s 
disease, 41 in boys and 34 in girls, were examined. Soft- 
tissue swelling was an almost constant feature and was 
the only abnormality observed in the 3 cases seen in the 
cartilaginous stage. Of the 17 cases seen in the apo- 
physeal stage, 14 showed irregularities of ossification, 
including sclerotic shells of bone in front of the tuberosity. 
On further examination after treatment deformity was 
present in only 4 of these. Of 55 cases examined in the 
bony stage, however, in 47 one or more fragments of 
bone were seen in front of the tuberosity. These were 
invariably displaced upwards and forwards and varied 
in size and shape, some being minute, thin shells and 
others rounded bodies up to 10 mm. in diameter. Corres- 
ponding defects were often seen in the apophysis. Union 
by callus formation to the apophysis was observed in 43 
cases, with residual deformity of the antero-superior 
surface of the tuberosity. 

In the author’s opinion the changes are best explained 
as sequelae of a fracture of the tuberosity, with avulsion 
of cartilaginous or bony fragments. This results from 
ligamentous traction or direct trauma. Variations in 
the radiological appearance depend on the stage of 
development at the time of injury. R. O. Murray 


2 


a \ 
- 
a 
re 
P 
a 
v 
d 
it 
: 
TI 
ji 
1 
b 
tl 
4 tl 


